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Vtffe&^T&Ztt, R 2 «-(C=0)-R e (R e &-0R f (R r tt7jc^M 

2) X ffiptm?* -CO- -CS- -CR 3 (OR 
4 ) -^fc«-.NR 5 - (Rn^Jc^M^Sfc^tt^^nTViTfe^^MbTK 

x^x h^mi&mmztcteT s. /lo^n^st) ; *o 

YjWB£^ IMflR^v ttJIR^ -SO- -S0 2 - — NR 6 — v -C 
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3) R 1 d«il«l*nTViTt><k^a*i!t»T?»*WI31) mm,<Dit£®; 

-X/ .CWV-/M3 l_l 4~ v. w> ■<*/ a'-l MU A ✓ MU-BV I U l-l t/J > 

6) ^B^$e»fcWUT^T ! bJ;V^mS^^7jcmST^^HtIHl) £fc 

7 7)l*)im&fZitfcmik 6 ft V> b 1 4 ©7 U & £ MfE 6 ) |H«© 

8) V^^T^^MIBl) E*©^«|; . 

9) R 2 ^-PO (OR 8 ) (OR 9 ) (R 8 &J:tfR 9 tel^-£fc«Sfto 
X7mM^£f£imm2ftX^Xb£^m4k7mM£?r;V. £fcR*&£tfR 

^tfa&vxmWkznx^xh£^m%7V!8.vx^x%£^) % -cor 10 

(R 10 «7KmJI?^fc«Sm$tlT^Tt)J;V^tt^$r^-r) 
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( 20 2 3 ) ars^©^ •■j&*3!£isirrsfc«>©» we i ) e«©^^»*>l 
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BEfii»ftlftft:7lc'**i:bTtt; WfcfcfrWk x^;k ^atfjk -fy^n 
tf;k y^;k < y^K sec.-y^Mk t.-y^k ^>^;k -fv^> 

5 3^k *^>^;k ^\*5/;k -fV^^k ^^^k Xtr^lUEfc 

;k i-yn^x;k 2-yp^x;k i-7f-JK 3- 
^f-jk 2 i -yp^-;k l -^>xx;k 2 -^>f-Jk 

3-^>f-JK 4-^>f-JK 3-/?;l/-2-^f-^ 
io ~;k 3-^\^-fex;k 2, s—MHrxjk 
. 7r-JK i-*^T-x;k x5=-x;k i-ypb!x;k 2-^Ptrx;k 

1- y^x;k 2 -^x;k 3-^x;k i-^>^x;k 2-^>^ 
-;k 3-^>3=x;k 4-^>^x;k l -^\+v~;k 3 -A^>-;k 
2, 4-^-tf->H'x;k 5 -^fy-;k i-^\;/^x;k 1 -t?^- 

is 2-8 (D^mmmsmmt^mM m mmm. 2 ~ 8 077^ 

20 p^>?;k v-^P^-xJk ^^p^^^^^Sfea-TosaipjiBai 

2- ^D^>fXK 3->^D^>fXk 1 -v'^P^-feXjk 2 
-v'^P'Mr-fcXJk 3-5/^P^-fex;P, l->^P^fXK 2- 
y^OA^fXk 3-^D^f-Jk 2, 

25 ^^*Sc5~7O^fiS?0jliS^<k**S ($l> y^o7;^XH/y 
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S/^.nM^M^k .a-^P^-fcXJl/^Wk 3-i>^D^-k- 

5 ;M^;k : s9w\* : s)ix=?)^ 5>^o^>-;U7°ok:;k v^p^t^ 

(&L Kit7-i3 077jwn> ^*-m8~i 3^7 u-;kr;k>-- 

( io 7i^fJK i-7z-;nf;k i -7x-;uypk°;k 2-7x-j^ 

7*7^;p^^;k «-^-7^;i/x^;k j3-^-7^;M^;k jS--^^ 

io©7i-jmi/»; 2- (2-^-7^;utfx;w fc<>:iB*jBU 2~ 
is 1 3(D^7^;P7;^x;v7i^^#tfe,n?>o 

v --jimmy #0*^. wmmMmfc*.mmtvx&. mz.\%7^-jw 

±7^;k 7>hU;k 7x^->bU;k 7ir^-7^kx;k t*7x-U;i/ 

fc&wtf.&n, ^T?t)7i=;K i-^-7^;k 2-^7^&£#w 

V- 20 £t^„ 

~1 4©5!f§^{b***T*D, £0fc>tt7xx;k ^73^l/&i:/W3; 
25 -HR* (I) •R^wSttfc r«n$nT^T s b«t^1gSlglSj £*5tt 

*«^&j:tf**K^5»tfn£^Djic^*'i &^U4©^w?-5 5 ~ 
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j-x.~)v (2-9 1 x-;k 3-^x-;w , tfnu;p (i-tfD'j;k 2- 
5 tfpu;k 3-tfnu;]/) , -f^^/uji. (i r 5^vu;k 2-^^* 

uji/ (3 — rv^TVUJk 4— rv^ryyjk 5— rv^7v*y;w , 

10 ^7 x /U;V (2-^7V*U;k 4-^7V*U;k 5-^7V*U^) , ^+f- ( ! 

W)V (2-;t=H-yu;k 4-**in/u;k 5-:**+i-y*'j;i0 , 
■y-^/'Jii/ (1, 2, 4-^.it> , 7v*-^- 3— r;k 1, 2, 4-^- 
*#s?7y*-;k-5-<;k 1, 3, 4-^^7\/-;i/-2— -r;w , 

5 : 7y77'Jil' (1, 3, 4-f7y7 t /-;|/-2^JW , bVTVV)l> 
15 (1, 2, 4^ hU7i/-;P- 1 — r;k 1, 2, 4- hU77V;P-3- 

2- -Ok i, 2, 3-hU7i/-;u-4— <;i/> , tN77u^ (fh7 

r;k T-h^y*-;!/- 5 -- r;i/) , tfUvVP ( 2 - tr u 

3- tfU^k 4-t°u> f ;u) > tfu^v-;p ( 2 - if u a y-Jk 4-tf 

20 U 5 >-^;k 5-tfU5yx;k 6 - tf U $ , bfU^x;v (3- C i 
t?U^~;k 4-tfU^7-;W , (2 -h°^ >>-;!/) , 

u;p (2-+/y;k 3-^;ujk 4-^7 u;u) , *^-y*u;w (2-* 
±y*u;k 4-^7-v*u;io , */*if-y;]/ (2-*y**u;w . ^> % / 
(2-^>y^^v»j;i') , sovrrvvfr (2-^>y 

25 ^jy*u;W , ^>X^5^y*'JJk (^>x-r5^v*-^-i— f;k ^> 
x-r 5^/~;i/-2— <;w > -o-fu^ «>h-;u-i— r;k -r>K 

-)V-'3—i)V) , -f>^v*u;p UH--f >^V->-3— r;i/) , tfa 
Ptr^^-;i/ (lH-tfPD [2, 3-b] 2 -<uv) , tron 

t°Uvx;i/ (lH-t:DP [2, 3-b] k°'J> ? >-6— f;i/) , <5^V 
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eu^-jKiH-'fs^/u, 5-b] tfUv>-2— r;k ih— < 

■5^/ [4, 5-C:] \>V*J>-2-4M > (1H- 

[4,, 5-b] MvW-Z-'UV) , ^>XhU7\/U^ 
XhU7 y^_ :1 _^ : » ^©^^^S^cfc^tfaU^-JU (1 
5 -tfDUv^-Jk 2-t°nUv-;k 3-t!PU^-;W) , <5^/U5>= 
;P (2-<5WJ^k 4— <5^U5?=;W , tf^/Uv^ (2 
-h^^/U^K 3-k°^yUv^;K 4-\Z5VW-M » ^TVU 

^^v*-^7u^;v (2, 4.-s?**y***yu^>-3 
tr^u^/> ^wja ua tr^s?-^ (l-tf 

15 ^7^7^ (1-^-7^7^-2-^^) , 

0^.^7^,(2-^-2, 3-> 5 bKo-4H-l, 4-^> 

20 (i) R i T^$n-5^**s*3it«g*aStt; : -en^ns 
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rs& $ nx ^ t %> J: ^ t * ft z mvm&nt*mm t 

?s>k x^;k 7W;k -f yyatf;k -rvT^k sec.-7^;k 
t.-7>;k ^>^;k -ry^^, *^>^;k l -x^k/nt^k 
-fw^k l, i-^^kT^k 2, 2-^5 t ;p^ 
;k 3, 3->^^;k7>;k 2 -x^k^^k ^\y^;k ^75P;k / 
io xjk x->;k££#t#tfsn£o ( i 

7;k^x;p£ia#3lfctt£UT«u iit2~ioo7;^-m A*, 
b'if-ik i-7"D^-;k 2 -7D^~;k l -7"d^- 

;k l-^f-M' 2-7*T"X;k 3-7t-JK 3-^F2-^ 

;k i -^>T--;k 2 -^>^n;k 3-^>^x;k 4-^>xx;k 
15 4--^^;P-3-^>^-;k l-'vHrxjk 3-A=Hrx;k 5^ 

-fr— II, 1 —y\ -7°^-— 11," 1 — -i- f-r — H.y> J-?-WiS6l-Fj~ 4-7 X 

T;k+-;i/S0^ji^^j £VT\tmm%: 2 ~ 1 0 c7;^-;n, wu* 

x^-;k 1 - y p tf-;k 2 - 7a trx;k 1 - 7>x;k 2 7^x;k 
3 -T^xjk i-^>^xjk 2 -^>?-;k 3-^>^x;k 4-^ 
20 >5 1 x;k i-^5/X;k 2 -^>--Jk 3 -^\^v-;k 4-^\^v ^ - 1 
x;k 5-A^$^x;k i->\7°5 1 x;k 1 -#*9 t x;i/fc£jW»frS*i<5. 

TLUmMWi 3-1O0^d 7;^JH,fft 6~1 4©7'J -;ki (#K 

7i-;k 7-7^;kft£)\ Mill f x-;k 7<j;k tru 
KD7U;k *;k*uA 5^^;k*>jy\ tMVsv, trough m ' 

~8©7yJPS (^•■7;P*y-f;P«ftt*) Tr*/*5W*5*1t&£ftfc7 
^/g, 75y;l, K*j»:2~8 07S<;P» (flk 7;kfr/<;k5&£) , 
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v-S, l-SiKPAP^UCT («, 7«;*, 37lt&<i:) T 

«ft «*n"0>Tt> «£ IriftUft 2 ~ 5 <DT.)V!r-)Vtti/&, 3 ~ 7 <D 

io ^-^x, l^siioAPy-*^^ (#k 7-;i, MM* 3vmfc& 
T-wmznx^Tb&^mm. 1 ~6 ojj^^fm ^ic7 ~ 9 07 

;\oy>jif (#k 3m Jyft; 3#*) &£7^fs>ns 0 && 

LTH 3-12 ©fift*fcttTfift©JBS^lfttejc**. : 

£ p 7;WI/£, d7iV^r-VH, o 7Jk* v-xi^S^^tf e. 

•>^D7il/^^©ifl^^tlTH ft*ft3~10O^D7K;i/ 
Iv^^DT'D^K v-7P7*3Mk v^P^^Jk S/^o^f> 
;k ->^o^\7^;k y^ot^k k'y^n [2. 2. 1] ^\7°^;k 
tfv^P [2. 2. 2 3 \Li/2U [3. 2. 1] ^75F;k fcf~> 

7P C3. 2. 2] /n;k \Z.i/9U [3. 3. 13 /~;k tiv^P [4. 

2. i3 y-jk k*~>^p [4. 3. 13 xv.^^^tfen^o 

y^D7J^-JH0ffl^JilTH r^3~1 0©v7P7;i/y- 
njUS, #J;tfcf2— >7P^>-r>- 1 3-yyo^>7>- 1 - 

-r;k 2-y^OA+t>-l-^Jk 3 -->^p^-k>- 1 --DVtiE 



WO 03/000685 



PCT/JP02/06107 



14 

Mi?Ji-jm. M?U$2, 4-^D^yl>-l-i'Jk 2, 4- 
5/^p^s+-y-S?x>-l— f;k 2, 5-v^n^\^^x>-i— f;i/& 

»»^03 1 LTte> l*il$C 6-14 ©»#»liftfl;7lc*S (fr<K 7 U -;H») , 
mX\ty x.=.)Vs 7>HJ;k 7x?->HJ;k 7-fe^:7^l/- 

;k if7x-u;^twifsn, mfe7i-M l-rK/^k 2- 

15 **1M/U;k -fVt^/'JJK S^/U^k <V^7»/U;k -<5*V 

»rn iix \ w _i- .J- -^-y \ 7 1 1 u / 1 o o —3- J- jj.. 1 **^ \ h I >i 1 

V JV> X— S S *J JV^ S4 T \J *f J </ X J JY V J. > ^» O — 'A T *J *S J J % J JV^ X , 

2, 4-:f*lJ-> ? 7V r y;k 1,3, 4-^^7^U;V) , 7 91fx;k 
^7v7^U;U (1, 2, 3-f7^7»/>J^ 1, .2, 4-5F=7v7\/U 
;k 1, 3, 4— ?7> ? 7 % /U;W , KU7l/U;i/ (1, 2, 3-hU7l/ 
20 LUk 1, 2, 4-f>U7*/'J;W , fh77UJK tfUi^k tf U 5 i>~ ( - ) 

;k tfu^-;k e?5>x;k h'J7^-MtWe.n5^ 

25l5t*fctt3fS5t©3?#fta*StS©»®^tLTtt, ^>V7^~ 

;k -fy^>»/79xjk ^> % / ib] ^x~;k <f>FU;k -f y-f >F 

>j;k lH-'f >yyu;k ^>x-r^yyu;k ^>y^ityu;k ^ 
25 >y^7yj;k iH-^>yhU7yu;k *yu;k -fy*yy;k s> 
>/u;k ^^-yu;k 3v*iJ-ux;k 7*^5>x;k t7fj», 
7*u~;k 7t'J^-;k #;wwu;k «-*;u#xu;k /3-#;m*x 

U./k r-*;P#X«j;k 77Uv-;k 7xy+ty-JK 7x;?Jy 

x;k 7it> ? -Jk 7x;+w-;k ^7>hix-;k -r>KUv- 
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Jk fcfDD [1, 2-b] tfU^v-;K tf^l/P [1, 5-a] tfUS^k 
-f S^ 1 / [1. 2-a]. tfUvJk [1, 5-a] tf'JvMk -f5 

2-b] eu^-;k -r^/ ci, 2-a] truss^k 

1, 2, 4-MJ7V*P [4, 3-a] kTU^k 1, 2, 4-hU77P 
5 [4, 3-b] KU^^ttS^tfSn*. 

gl&MTfr 5 S «n« ^t- S 1 35: ^ U 3 fi^tf -5 m*$C 2 /1c ^ L 1 
o T«> t+>/7=;h 7if^-;k **t?~)V, ^x^-;k en us? 

-;k fh7tKD7'Jik T-h^hHPtf^-;k tMU^K 

;p^u-;k tr^^s?-;k tf pu^-;k twjsv. ^tfUA 3^ 
o jutr-im. mmm 3 ~ 1 0 <7»^ dtmm. j*t*»-6 ~.i.4 ©7 u— 

U;k tf'Jv^k U;k 5P7V*U;k&£) , #7?»!?flitSi« (#U 

-;k £^7^x;i,fc£) , ^lt7~9©77WI, 75/1, £*Sf 

fci~4©7;i'^;PS^^^«^ic2~8©7>';us m 7;.Mj/i';p 

*£<*:). T*/*SW*i>ilife£ttifc7S/*» 7-S5VS, 0^2-8 

M*ici~4©7^;uST^y^^v^i>'»^$^x;P77 : E'r;^ 
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ts)^^y)Vm, kit 2 ^ 8 oj;^^ ^;^-M, tFn^>«, 
l~3iOAD^>g? M> 7vM, HH, 3Vmfc£) T*W&% 
■tlT^Th£^8zm$k 1~6 <D7)VZi 1 - 3 i©;\ Oir >jf ^ (#1, 
7vM. mm. 3vmtz£) Tfim£ftT^T££V>MSiifc2~5© 

9 (D7y)l^)^^^m. -JttXft 6 ~ 1 4 <D7 U -;i>#*v'* (#lk 7i- 

7)V*)Vtt&. KiSt7~9077^mi. bk3^6~14<Z>7U 
7vFI, -hnS, -hoyg, Aoy>If (09, 7 7l> nx, 

^: —COR 11 , -S0 2 R u , -SOR n *fctt-PO, 
15 R 1 1 R 1 2 .[3£*K ■ JR ll *«k^R 12 tt; ■.'ra-*ft^ftbts 'BlftSnTlrJ 

m Mttim r 1 1 CtmtR istc h (D am vf e> ft s .- fcizK3g*te, jf * l < 
— 8©7;py-;m, M^5~7(Dv-^D7;i'^--;i'S> &*8c6~i4 

©7U-;PSTfe^> a 

■R ll .*fcJ4R "Testis r«jft$tiTV>T*>J:^JRfl:**a6j*J;lKrit 
,i ct>J:ViC 1 _ 6 -7;w=t i ;u3i» i~3flct> Anyone-? (W, A 
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7^;U»<affiI&#l<hbTte, fclAfc^'-fe^k ^Ptf^--;K 

5 <v^u;k ;tuu;k -fy;tm;k tv\*p-ok ^tfv-ok ^\7° 

-;k v^D^it>^;k^n;k i/9-w\"7f>jj)Vtf—M ^Dh~;k 

2-'>^p^-fe>*;k^n;k ^>v/-r;k -u^y-r;k -rv-P3v 

C io m&2nx^xh£^7=i;mi tvx\t. i&^ui o 

©7;Mp;i^ &*fe2fcv*bi o®7;k^-;us, #sn*3fcv*ui o© 

vibi 4©7U-;m*fc«is*Sfci^^bi 3^>7>';k«#-r ; Ey^7 t c« 
^m^nx^xh^r^ymmif s>n3. unso^turte, tufa 

«»$nfc7syso»a^i:bTi^ ^w'krsv* >>;*3\>k7* a 

X^;k75A vX^;k7$A :/Pt:;i/7SiA 5>:^;k7$A v>7U 
C 20 ;U7^y, ^^P^v-;kT5 7> 7ir^;k7S/> yptf^-^kr^y, 

^>\Ar;k7$A 7xx;k75A n-^jv-n-7i-jI'75;^ 

rg^^nT^Tfe.tvibHP+^Sj tvxu. ffltuttn^nw&z 
nx^xb&^%im$ki~ 1 o©7;^;m» ^*»2~i o<z>7Jkrx;i, 

25 & ^ic7-l 3©77J^I/S> ^Sl-l 3(D7~>;kS43cfc^m 
ic6~l 4 07U-;p£T«&SttTV>T%>J:V>fc KP+v-S^tf e>*l£. 

cne>7;^;^ 7;i/yx;ws, 7^s*fc«7U-;.ktbx«, mis 
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. mmwi 7~i3 <D77)\>*)vmi , 1-13 ©7x«j 
& j: rmmM e ~ 1 4 <d 7 u wnwfei ^s&g t u 

10 ^rn;i/^^->S> 77M;^+yS, 7->M^yi, 7'J-M+yI 

7)vn^m(ommtmtvx\t. #*sci~i 007^34^*, mx 

^X sec. -^h^X t.-T'h+y, -fy-flO^M** 

7;^^M+ yl^i^jt it«> 2~io ©7;w$-rju:t 

4r->S, ^J^«TU;U (allyl) £ D^Jl/^X 2-^>5rri;^ 

*x 3-^Hr~;i^:y££at#tf£ft5. 

25 =;i':**$'fc£#*tfsn*. 
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±Bbtz7)l3^^m, 7JV^^t^'>I, ^^DjJV+M^yl, 
10 3-)i?5:t 4 ) , l-S^^AD^^T CM, tt*. MM. 

hag, 75y*«*^fs*i5.-' 

15 fcm&i-i 3<D7f;im, ^ii:6~r407'j-m atdju 
i/2u7)v?c)vm. 7z/)m&&zfi7V-)mtvx\t, wibrmc^ 
^bT«, tui2R 1 ^bTf!j^L'fc ; fe©^#tf ens. 

20 A^aZU-^O^^JiLT^ tfU^ (R 2-tfU^k 3 

i, 2, 4-huyy-^-5— iM uEtfmtfznz. 

m&Znfz^-Jls&tLXit. mX\f7)V^r)V^, z/ZU7)V*)V^ 

25 #we>n-5 0 
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Stt*. 

7 U t tttt, 6-14 07U — 

'sxnTU.-^^CDffjfittWtbTtt. tiUSW^.CflU 2-fcfU 

g^) , hU7v*u;^^ (#J> i, 2, 4-hU7 i /-;^5— r;^*) 

;* h^#;M*x;k l^y*M-iK 7"o#^y*J^^K 

^>^;^^v^;^-;^^f) »■ i&v*b2«toi&3Wi~3©7;i' : ¥;i' 
gTS&snr^Tfc j;Vi«*ft 7-1 507U -^M-^^tfx;^ 

#*->;p*i:UTtt, 5£: -CON (R 13 ) (R 14 ) 

*> <k v^istYbTK^as * 7c ttfliift 2 nt v*t % & wmngz^ u a- & r 1 3 & 
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: i Fii^nt^ttctt^gilifj \z3stfz> rtisj tbtft 
■ l- tw L- t> (otm Mtiz . s&s © # k \z i ~ 3 mx$> z . 

( 20 RMc*5^«^*0^5IWJi:VTtt> 

1) •ljft^b3.flOA.Dy>K^-(W, 7y3H, JUK. a^Sttaf) 

25 0 <$f£L-<ttl&Hb4) OT^+^OffSlXtt^^k X^Pfci*) ; 

2) l&ViUSflOAPy^EH 1 (0k 7yH, &Sts JUR* 3VMfcE) 

xm&znx^xh&^fcm&ifo^v 6 <&7 i^^L3<@cda 
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*, avmtsiZ) » -ham* t}*u*i'm&j:zf7$;m&z>mKnzi 

&^b3ji<Dgm*£WbT^Tfc£V>^i$c3fc^b 1 0 ($?£L<te3 
3) l&^LSlScDAD^i^m 7y#;i«, JtX* 3£*fc£) 

)S;^b3il©tIIHl/TUtlJ;^it6-?5:^ll 4 07U-;i/« 
10 (ff^KH 7x-;K ; 

"C«lft$nTViT , bJ:ViJ5t*» i fcWU 6 ©7j'^jkS, i ft^b 3ffl©A 

^^<«r^L3^:'^^^*L<«l'Sfe«2«fe§o 

R^^fcJWMfltbTtt, 

1) l£**b-3ffl©APy>JK^ <f£' 7y*, s^Hte^f) 

o (ff£b<tti&t,iL4) ©7tos(fftb<n/m x?;^a ; 

2) lfcl>b 3 <B0A (#K 7yf, li, **,"3£*fc£) 
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V>|*£&lftV*b6©7;io3 i $'S, AP^HC^ (08, 7';l> A 

*, a , -ham, t np+ys^ i^rs yi^^Mn^ i 

3) lfcV>L3fl0ADy>® : ?' (01, 7y3fr 4£i£, A*. a^Hfti*) 
THasnTUTfe 1 ttVib 6 1 fc^U 3flOA 

• D^>^? (03, 77i, 3#*&£) •T«lfc£ttWCfeJ; 

( 10 Vilft3Uftl&ViL6©7^3^*» ADy>»^ (00, &St, A 

*; 3^m&£) , -hoi, t Ka*>'*£«ktf75 7£a>si8tftt*i 

4) 1 &tAL< 3J3<2ADy>jM^P (M, 7^> 3#*fc£) 
15 •c ; «^$nTVi-rt)ck^^m^:l5:^l>6 07;WI^S, lfc^L3li©A 

py>m^ (03, 7yi, &*, A*, 3#*fc£) T«&£ftTV>TfcJ: 

^*Sti^v>u6©7;m+>'S, ;Npy>lf (00, 7.y* 4 

37li&<i:> , -hnl, kHp^**«fc^75/**»6atftl<51 
&V>L 3fl©«^WLTV>Tfc«J:^#1^3fc3it£ (8P£b< t*7 U;k 
C. 20 tiU^K tf^v 5 -^^) ; lfcViU3ffl0fi& 

*S*tTViTt>«k^5~7JlO*lll*3Sr*»lll*SR* ($?*L-< tttf+iT 

**) szu^mmmmm (*?£L<£7'j;k n^.H'jyjk k 

•tf-77VU;k ^7v>77U;k hU7V'J;k fcrU^l/fctf; 
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■hrss en x&&zfYtem-izitft&fcoTm£m. mmm^ fa 

-CO-, -CS- -SO- -S0 2 -> -CR 3 (OR 4 ) 
5 -NR 5 - -CONR 6 -tfctt-NR 6 CO- (R 3 «7K^^*fefi 

Xte, #*lXtttta^-Bfc*JIHP* -CO-, -CS -, - 

0 CR 3 (OR 4 ) -^fc(i-NR 6 - (R 3 , R 4 ^J;^R s «BufBil^S«^ 
wt) ; £6a?£b<f^^££«-NR 5 - (R s «jwfB£|^;§:*£ 
^T) ;#df$KS»^»5. 

R 3 ££tfR 5 T7K£*VE> rttM^nTViTfe«fcV^{t:7jc^J £LT«, 
• H0IBR 1 ^UT^j7Ktfc ! fc©^frfe,n§. & ni|fe$nTV*Tfe«fcv>lJMt;* 

-fc*- ■ fr-.l IE > Jf > >1 — -T .1 ,P_ 1 ? >7 v» \ > — >° 1— t lj> II . . — ^ -f II V \ > — F*^C 

t>"J A-(fd>, ^ V ^ ui L_yi/, ' i y y i-> - s j /v> - 1 s s j 

;k sec.-T^k t.-^^Ufcg-CfcS; f£7;k*Jl/*te> «&pJfgftftfi 

M^t/\uy>m^ cm* yym, jus, h^ipd , nwMKifc^i, 

). " 4(D7)VU^m (09, ;*h^~>, Xh^-X ^vyD^x 
^h^X -fV^h*^ sec-^h^-X \ th'n^ 

yl, -hag, 0*S&f&lfc^L4©7->;U£ (#!, *;k=uk 

7ir5\>k 7'Dt!^-;U^i:0D^iCl^ViL,4©T;U*y<;i'*) UEifi 

1 R 3 43efctfR s te, ffSb"<J4**® : ?SfcttlK*»:i^^4©7^;i/ 

^;k x^;k 7°oe;k -f v</Dfcr;k 7^;k t e r t^y&vt&E) , 
7x-;k hu^;k c 7 . i0 77M^ (fll, *>5»i>te£) , *;k=uk 
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C.^Tfr^-fr-tifrtfrfr (M. T-fe^W futtrfrlzE) , 

;k c 7 . u 77W-*M-^ (#K ^>^Jkfr;i/#x;Wk£) , 2- 

frz/Vfr* h'Jx^y'JJk ^^7xz;Pi/ij;k .tert-W 
5 *?*?)Vi'V)V, text -^frV^frWfrizii) > C 2 _ 6 7frfrrfr 

r 5 T^ns 75 £bTte, mtf*;^;!/, c^.jm 
;i/#-;k *h*is%frtfrfr, ih^->*;^-;W t e r t-7*h 

*^#;M*x;i/&£) , ^> % /-r;v\ c 7 - l0 7?fr*fr-%frtf=.fr 

^>i?frtlfrtfrfrUii) s. C 7 . 14 7 7 fr*)]/**^-* frtfr.fr (Ms ^ 
yVfr^iy tsfrtfr.fr, $-7fr*Vrfr*h*r~/ftfrtfrfrl3L}Z) v h 

u^;k 7^P-r;k n, N-y^^i^y^^i/x ~>vfr hj 

/f;k>'j;K MJx3\J|/>-U;k ^^^7i-.)k> l JJK tert-7* 
J-frV^frWfr, t e r t-T'fjl'yX^JVy'JMa , C 2 _ 6 7;k7- 

x;u (r i-7u;^i:) &£#^f e>ns. cne>©»^ i^t3 
vxmmvrz howmtf ens. fcfrT-h. mm$k 1 ^t4 ®7;wn 

■Yfct^lXtejJg^, .-ffi*^ JuSltliB^ -SO-, -SO 2 -, — N 
R 6 — . -CONR 6 -^cS-NR 6 CO- . (R 6 fc^£J^£fcttBSI£ 

R 6 - <R 6 «ll&fB£E:t«&*-r> IXttKfcflC^T&S. 
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-j&5£ (I) ^ QfS^tlo rjfc*ftlfcV>L2 O02ffi0jft^**J 

5 t**a-&to-e-52ii:fc«koT#5n5 2ffiai^if6n*. 

h;it> r2ffio*5l^lftft:***j tutu «Atf**fti^U2 

O07;^l/>> &*f&2fcir*L2 0©7;^-l/X EtPii$:2&^b2 0 

r2ffi<z)^^b7jc^j tutu R*»5*ViU-2 oov-^pt;^ 

10 >, #j(MR5ftHl>2 0 ©~>£ DT^Vicfc^Mtlfr 6ft^L 1 8©ff ( i 

Siifctefc* («» ^>-tf>> ^-7^i/x -r>x>, 7->h7-fe>fc£) ^ 

tbTte, 1, 2-v^P^>5 i V>, 1, 3 ->'^D^>5 L k>^ 1. 2 

is >> l, 2-^n^fi/>, i, z-wu^-j^vy. 1, 4—>^ 

-1, 2 — [V>, 2, 5 -v'^D^+h> ? a->- 1, 4--YI/X 1, 2 
-7i-kX 1, 3-7I-I/X 1, 4-7i-l/>, 1, 4-^75^ 
l/>, 1, 6-^-7^1/>, 2, 6-t7fl/X 2, 7-t7fl/>, 1, 
20 5— 1>=t-V>, 2, 5-^>7 £ ~V>-fcEtfmf*>ftZ>. ) 

(DC i.eT^I/X^J^H -CH 2 -, -(CH 2 ) 2 -, - (CH 2 ). -(CH 2 ) 4 
-(CH 2 ) S -, -(CH 2 ) 6 -\ -CH(CH 3 )-, -C(CH 3 ) 2 -, - (CH(CH 3 )) 2 -, - 
(CH 2 ) 2 C(CH 3 ) j-, -(CH 2 ) 3 C(CH 3 ) 2 -&£) ; 
25 (2) C 2 _ 6 7;i/^-l/>(m&\ -CH=CH-> -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH-CH= 
CH-V -CH=CH-CH 2 -CH 2 -CH 2 -ycj:£) ; 

(3) C,. e m-l'>iAlif, -C=C-; -CH 2 -C=C-, -CH 2 -C=C-CH 2 
-CH 2 -&£) L^V 
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Q \Z, £ b L/ < tt C ! _ 6 U->*fctt C 2 _ 6 7^ ~ 1/>T& 0 , 
frj&vCfc, -CHj-, -(CH 2 ) j-, -(CHj) -(CHj) 4 -, -CH=CH-fc£ 
#0f3:U>. Qte> #(C$f^L<«-CHj-> -(CH 2 ) j-^t'T^^). 

ViTfeck^#aiJ fc&tt* r5jr§g|j ibm ^>i?>lit tit 

^7X U,4-tW77-Jk l,3,4-m^7\/-;k 1,2,4-^7 

y77-;k, 1,3, 4-^7^7 79if e>n5. 

4M «?a:K«9£fcttl OM) ©i^fMii^if^tf^n^. 

x^-^/-;k ^>^jy-;k ^>x<y^7v*-;k t7h[u- 

b]ft7iX -YV^y*UX ^;UX <>F-;k 7x 
> t>h'JyX 7x/3 L 7S>X 7x/WX 7*7$>X t7f'Jy 
X ^U>, y>7'J>, #;UAV*-;k 0 UX 77'JyX 
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fc*5#5 rff^gj turtt, BftSnTViT'b.tViffil&fllRftTK**, fit 
ifegfck *F*U<ttJtt*Hi:l«:V5L4©7;P*;Wi, kKn^l, ^Stifc 

20 3©g$cT&?K $S>K:$!F£b<teiT&5. 

( I ) 4», IBTS^tlS r^jji5M*SRj tUH 81 A # 
iWftlT, #*IK^^K:^fc<£fclffl0g&m^£^ Stiff 

25 t^*Lr^Tt>«fc^5ji«[*iii*^f6n*. 

tf^y>Jv>, i, 1, 3-^7\/US?X -fV=Ht 
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mB!?*2nz> rsg*5jra*stj #£b<te£s* 5 

5 iBIt g^fgfcfefi£l&V>b3& 8F£b.<»l&V>b2ffi©fi& 
bX V>X ck l>. £ o tm&&t bxteu MZ.Wt\ u¥ >STJ , 

o ~>;i/»j > rft^^tixviXfe^v^T^ySj » r«^$nxv^x%j:Vit 
5 hMb$nxvixt)J:v^;i/#^'>;i/Sj ^^^tvfsns. e:ne.e 

— CI) IRBtt,-^: -Wa-(C=0)-R a (Wa ■ ttfe^t^tt^ 
5 1 b 2 0 © 2.ffi©j*Mb**gS**, R a «~0R b (R b ffcKJfcflC^fcW: 

Tfe-j;^a*gas; Sfe««^$nxvix. ! feckvi7>';ps^/Kb, s^r c 4s 

^^ R d «^bX^*^bXV>Xt>J;Vi) ^?fT) .T^^nsBlftSS^ 
) b&V>. 

7fclr>b 1 3©77M>S (0U ^>>Wfc£) , #*»6fcV>bl 4© 
feTtl* lfcVib2^©fi&££WbT^Tfc«k^5A#S^(Sl!l (.«f* b 
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<\$¥u-)vm, -i$y s /-)vm> vy'S-im, zt>\z&%.L<\t¥u- 
(i) vra^n^ r^ifci&^L2 o<D2m<Dmk7mm 

T)V3cV>%Ltz\tZ z-sTlW-V tafr~Zh. -CH 2 -, - (CH 2 ) 2 
-(CH 2 ) 3 -, ~(CH 2 ) 4 -, -CH=CH-&<i:/W3;lA\ Wtt, #K$?£L 
<«-CH 2 -, -(CH 2 ) 2 -, -CH=CH-ft<*:T&<5. 

10 —183*; (I) «K Vtt, ift^^ fiSHHC^ -SO- -SO z 
-NR 7 -£fcf2-NR 7 CO- (R 7 «7K^m^Sfe«ffm^nTUT 

-#5£ (I) R 2 «-PO (OR 8 ) "(OR 9 )" '(R s ££tfR 9 te|W! 

— * it ttSfc 1 ttK^M^ * feM& &nwf h <fc tfcmM £^ U 

^) , -cor 10 (Ri^t&m&T&frfem&znT^TK&^mfcTkm 

R 8 , R 9 x R^fcitfR'^Sn* rfiai$nT^TfeJ:^ftflS7k**J 
25 tl/TH M3R l iLT^L/fct)©^tfe>n§. 

r 8 , R*&£tfR io x»^2hz m^nx-^Thx^mfcymm «> 
g: 1 fcn L 4 (DTJv&v&i t isXte: Mfuf^ji, x^;k 7*0 tr;k 
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5 (#£L<tt;f*-*fV'JJk ?7*/U;k **1^7 

7U;k ^7S>7 l/U;k MJ7VU;k fcfUSW; S&fcffSlXtt?^ 

yu;k #*i^7*/u;w atw^iK 

On 

— P x x a I k 

alk T^StlS rfljtasnTViTt) 1 ~ 1 0 C&7;MrU'>Sj 

mz> [mm$ki~i o®7)Vfy.>mi tvx\t, m^f-c^-, -cch 2 ) 

i~> -(CH 2 ) j-, -(CH 2 ) 4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 - v -CH(CHj)-, -C(CH 3 ) 2 
- , - (CH (CH,) ) 2 - > - (CH 2 ) 2 C (CH,) 2 - . - (CH 2 ) 3 C (CH 3 ) t - , - CH (CH S ) - CH 2 
- , - CH 2 - CH'(CH 3 ) - Cfl 2 - , -CH 2 - C (CH 3 ) 2 - CH 2 - , - CH 2 - CH (CH 2 CHj) - CH 2 
' - , - CH (CH,) - CH, - CH (CH 3 ) - & gtiwif S> W. 

m mm%. 1-10 (DTJl^rU >*j W: v 11&Wffifc&«K: 1 fcV* L, 3fi, 

R 2 lt ffJL<tt-PO (OR 8 ) .(OR 9 ) (R 8 £<£tfR 9 te|W|-3; 

R 8 43ck^Rni^bT«^$nTViTt)J:^^^bT^Tt).J:^) , 
- COR 1 0 (R 1 "JizK*®^ *fctt«ttSnT Wb «fcV*l&Mt**££jS 
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(or 8 ) (or 9 ) (R s &£zsR*imt2tmnM%Kir) %rc\mmz 

1) — PO (OR 8 ) (OR 9 ) [R e &£ZfR'\$m-£fz\mt£?T7k 

5 mm^tc\tmmwLiu\,^4(D7)v*)vm (#?£b<rau *3Mk x^;k 

• ypfcf^) ] ; 

io 7v/u;k tfusw ; s&K:#£ix»3^r\/y;k #^>*77y;io t 

— «S (I) 4». V*«3e^T»St€r, R 2 «;-(C=0)-R e (R c te-0R f 
(R ( «7K*^*fe«»m$nTViTfeJ;V^b7K^S^-r) 
15 NR'R 1 ' (R s ^^^RHai^-Sfe«^^^T^iI^rS^^nT^TfccfcV^ 

/i . t . ■=*=■ -*-*- ; tm l/r. . v. 1- J v . i « . JLb gb TW -4-4- jL -O. > J. BS J-4t -3- .X-% — ^» i » ~-r- j_ 1. » . — 

->;kS£^U £fc R e *5J:tXR h «^LT^^^bT^Tt> «fcVi) £5kT) 
20 -«« (I) T**^5^4*©»afe*#«ttTtt; RT«£« 

&&Tf&wkim& (Sf* v < \ty y ;k ^i-jk tr y s>;k tf^vx 
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Q^C 1 . 6 7;^l/>S7 t c«C 2 _ 6 7;^-l/>($fSb<«-CH J -,-(CH 2 ) 
<l^'Jy» ; 

n*U^^L3©S» (0£U<ttl) ; ' 
IB^it6^ll4(D7U-JH (#£L<tt7xn;W-:fe«fctf¥3it 

3D ; 

w# c .! _ 6 7;u* v y wt\% c 2 . , 7)Wr- $ v < &t.ch,- , - (ch 2 ) 

2~~% CH^CH ): J 

R 2 # 

1) -PO (OR 8 ) (OR 9 ) [R 8 &£ZfiR 9 fcffl-&r£ltmte°z>X* 

mmttrz\mmwLiu^4<D7)v*)\sm u&&v<\t* pwk x^;k 
.2) ^ti^^i/4©7Wi (jf*b<ttx ^?;k x^;k.^ 

(I) TfSlsnsft:^* (^T« (I) iBBBTS 
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5 ;P7^x eu^>, tr^ux x^/-jU7^>, s?x*/-;kf5>\ 
y e>ns. 

y^)vm. mzm> -7u^>m, ?x.>m, v>=twts 

20 #K=k d^#j ( i ) \z$£m-rz it-sty], ■$-fet>s>&$mzm& 

HQ7kftmtea*mcvT<k&yi en fcfcfc-raffr&tosus. en 

D/uM^n^b-^ («, ft:^#j (i) ©r^/s^x^aif/^wb. 
7?-Mk, ^>^;U7S/*;p^x;wt:, (5-^^-2-^7-1, 

3 -^Vl/>-4- -HI/) ;* h+v^M^xjWb, Th7hKD77- 
;Wb, xh^b Kntf^xjWb, tfP'J^M^^b, e/CD-r;M-*->* 
7^;Wb. t e r t -7?Mk2nfZfc&®}tz£) ; (I) ©*BI£# 

7'sMK. 7)V*Mt. Q/u&fa &5Wi<tiSti1£{£&to (01K fti^fc (I) 
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D-Zis-Mts T?-Mk, z?*.?)\<75.y 

it, T-h7kHPhf7^;Kk$nfc{b^toa ■JkGty (i) <d#;i^* 

(i) joi»jei 9 9 o^fli .rEHs® 

-rt^ti (i) ^Tcm cw, 3 h, u c, 35 s, i25 i &a?Tiw 

VV*. <CSv 7^ tJ-;W« fc#LT, ^jZE«#® 

&£w, mmm ; immmizmzmm, mmnmu mum* m 
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v;nfh-;k x>7x a^r>-f>. j^h'jx &n-fe;i/p-7, 

^^iV-kJlu-xi-hVVA, ttfi-fe-U'P-*; D-T>xh-;k 
h Ho*->7"d ¥)V*^JV-t)Vu-X. #0 t£x;H£o U F>&£##tf £ 

Woam *- U - 7*fa, ffl&tift £ 6 ft* . 

u>^yn-;k D-T>xF-;k hw\n-x, £m§M^>>Mk x 

#A&£>W<=>ft3o '■ • 

jB»^jw©ffa^jti/T», ^J^^7x7u;i/hux^y-;u7^>> 

^7U;«^NU7A. 7^y : ;P75 7 7*DhT^>K, ttft^ 
>if;i/ii-7A. i£-fb^>if hx»7A, * 77x7U >^7*U -fell >££<B 
OTettJfchfl*tfjJ*y Hx;i/7Jl/b-;k #y tfx^fcfpy Fx 
^^/^•fe^p-x^hy /^;u-fe;i/p-7. t fp^v'^jh: 
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^»JcD$f3i^^Ii:LT«, ^Jx.«'J>^ B!&tt> ZJL>m 

So 

■■p-AfflZ-£) , ^f£&m (#k j3-^7P^X {7UUy^)V, ^yftytzE) 
-&VfcM<D0mtzMtVTit. ^!JA^-tf-^*U >^-hU7A\: ^U3VHI^ 

m. &rmm* ®mn&mi mn&mi m&n&m\t££) . n 
mm cm*- g£s**9, &wmt£& , mm cm; mmm. 
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;to"7Afc<i:) » ££$1 (09, afcx>7>, 77t?73*A, 
3MHz;Up-7s, k KP^yp \£)V±)Vu-X, j*?U fc*x;Hfpy K>& 

-hPjtfUT-E C^-fF^yhE > n-A7 7Ktt) , # 
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D ■K-7^ry hL-3 0D5 5 GSM) , D-A7 7KH:) , 

io A77;Kt) fcE<D7# u;p»*s^fc£j&*3Stf ens. 

7 , DtfM7A>, ^>v;P7;m-;k ^od^/-;k 7x;-m 
m7;u7*5>^) , aB&fcai m % ^>-j)V7)vu-)vm momm^m 

25 (^Tfccfc^. 
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OR<hPI§13T3C:<i:/W&) a (GenBank Accession No. L14611) , ROR 
/3 (GenBank Accession No. L14160) > ROR 7 (GenBank Accession No. 

10 U16997) ;Rev-erb a (GenBank Accession No. M24898) , Rev (. 
— e r b /3 (GenBank Access ion No. L31785) ; ERR a (GenBank Accession 
No. X51416) , ERR/3 (GenBank Accession No. X5I4I7) ;Ftz-FI 
a (GenBank Access ion No. S65876) > Ftz-FI /3 (GenBank Accession 
No. MS 1385) ; T I x (GenBank Access ion No. S77482) ; GCNF (GenBank 

15 Accession No. U14666) £tt5. 

■He 3=.— ^rfkm&#?i±}~ ? .Ttt XSil* Wly* /^".K YSS*<6k mi "FT PYP 

<tffi§fBT-5 d £/$*&£) a (GenBank Accession No. X52773), RXR 0 (GenBank 
Accession No. M84820) > RXR 7 (GenBank Accession No. U38480) ;C 
OUPa (GenBank Access ion No. XI 2795) , COUP/3 (GenBank Accession 

20 No. M64497) » COUP 7 (GenBank Accession No. X12794) ; TR 2 a (GenBank I : » 
Accession No. M29960) , TR2/3 (GenBank Accession No. L27586) 
fcttHNF4a (GenBank Accession No. X76930) , HN F 4 7 (GenBank 
Accession No. Z49826) %tt-mfoftmi £>tl3„ 

A^D^S^S^^l/Tfi, WLfcf±IBl<fcl/'3V'f KXg^# (R 

25 XRa, RXR/3£fcteRXR7) HAS«# (OT, RAR 

tBSfB"?^ ££#*&£) a (GenBank Accession No. X066 14), RAR j3 (GenBank 
Accession No. Y00291) , RAR 7 (GenBank' Accession No. M24857) ; Ej 3 
m&ftJ^ >g&#(&TF* T R £B&Ef £ CI a (GenBank Access i on 

No. M24748) , TR/3 (GenBank Accession No. M26747) ; fc*^5>Dg2g 
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# (VDR) (GenBank Accession No. J03258) ; OV** : sV-&mMm 
: (OT, --PPARfclSIB?"* a. (GenBank Access ion 

No. L02932) , PPAR/3 (PPAR<5) (GenBank Accession No. U10375) , 
PPARr (GenBankAccessionNb. L40904) ;LXRa (GenBank Accession 
5 No. U22662) , LXR /3 (GenBank Access ion No. U14534) ; FXR (GenBank 
Accession No. U18374) ■; MB 6 7 (GenBank Accession No. L29263) ; O 
NR (GenBank Access ion No. X75163) ;&ck££NURa (GenBank Accession 
No. L13740) , NUR3 (GenBank Accession No. X75918) » NURr (GenBank 
Accession No. U12767) 1 ®©^&£>W£j&-f S^xD"* 

io mmfbtiz, 

-/-f-HXSW (RXR a, RXR IS ^RXR r). .*i^t*">V-A 
£Jl$lJfcgttg£# (PPARa, PPARfi (RPAR5) , PPARr) 

fo%&^&ttfm}&?z^n=mfcmg®ik rxr^ppar 

5 ±tfmifot<b'\?'Ur.*tim&.&fc RXRaiPPARrt«f§ 
ARr) fc:»T5flinfc7>^=f^h«tt*W1:«>fc»> #kmtiaftm& 

;Wt^Vi 0 *BfHfc£#lttv *0PPARr7>*=f-Xh$Sttfc£ 
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*mw<t'i>mt, mxmmm m, imam** zmmm. mmm 
mm) (D^m • mmm; mmstm m. fihvtfvtvmfc spi^t- 

u—)VMM, <£HDLjfii5!m, &ttfito&*§>) ©"PI® • feWM : -i >x U > 
5 &mmz&M ; -f U >«Stt*ail»l ; mmm^f± C I GT (Impaired 
Glucose Tolerance) ] <D^W • feWM ; * «fctf»IM6*£#&*B*!^© 

-XiUS) ^12 6mg/d iai. 7 5ggD^h^SM^ (7 5g 
OGTT) 2l$Mfi[ mWMK.&\l*if)Vu-7,m3C) //2 0 0mg/d 

\u±s mmikMm (^mim\z^n^^)vu-7,mm ^2oomg/d 

15 :.r.£jgp#iL$ni (M'«f3*5^^^;i/n-7.^) an i omg/d 

7 5 g^P^K^**:^^!^ (7 5 gQGTT) 2P*!M (#I#jfiL 
«IKl*^S^;p3-^»m) tfi 4 0mg/d l*i^ftiJ GEflfS!) 

&it, mmmom^mmiz-o^xit, 199 7^;ada ■'(%&mmm& 
^s, 199 8^i:who^p>, mcfcmfe&mm&znT^&o 

)Vn-7,mB) ifil 2 6mg/d \&L±~C&K), -fr^i 75ggP^K!>* 

&ffi&m2mmm #s -xmmy #2 0 o mg /d 1 

'\?&#)V3-7>m&) ' ifil 2 6mg/d l&ffiT&K), 7 5 gfiP^ 

r ? t>*jlWftttft2«Fm* (MlfilMfC^^S^^-T.^) #14 0mg 
/d 1 J^±2 0 Omg/d 1 ADA©fg£ 

fc«kntf, gKtiMiLtfrft (M«t43^^>^n-^^) au'iomg 
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/d 1 R_h 1 2 6mg/d 1 *$0#!8£ I F G (Impaired Fasting 
Glucose) iP?^, — >5\ WHO0ffifcfc«J:ttf& & I FG (Impaired Fasting 

Glucose) <bo%s 7 s gun7wmmn,m2mrm mmitmz&tfz 

tf)\sn-xm&) #1-4 Omg/d 1 *#§T&£ftji£: I FG (Impaired 
5 Fasting Glycemia) t&&. 

S, mmm^> IFG (Impaired Fasting Glucose) ££1X1 FG 
(Impaired. Fasting Glycemia) <D=pffi • femMtLThm^ZtlZ. $ £ 
• fc, m^-M, mmmm^, IFG (Impaired Fasting 

0 Glucose) SfcHIFG (Impaired : Fasting Glycemia) j&vSHSSf'vCDjgt 

5 mmm&m&s m^cr* .ffiuiiififi**, ^*8jfafTi*«] 

mm. fttwWv «iin«9n, 

^^i^tcfc^MK).:, Kteflfv «ee, m^i 

3 fill. EiliUEttWgft;^ £$mft£M) > I'^hp?^-, ifrf&Sg, 
&4>£. HMNtt (#U BttS^B**) . ^ >XU >£ffittf£«S& v- 

-ttttttTSU ifca£ife£JS.(0!U 7;>^A-1"^-^ ttttWffi'JtfTSS 
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[ (HDL3l/Xfn-;V/^UXfD-Jl') XI 003 £±H£-t*£fc#K 
*OfiTS6**«fc^TNF-o»ttft'Rtt*) £WU tNF-a^i4t 

«>tH»«*ftt^#fie (m* mm&s- w&s nmmm. 

f=3 tfU&z15*. W3 ' W y\ <— J S iv_ o-» V J l »— lus ' — ' 1 r» -ti-ms^iri w — — - ' — 

-1- >*'0 >tm&&w. mitt dli»j, u^>/^tt 
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*mw4k$%w& J *Mn, &4;i—k mvttz£\z 

4<hbT^0. 0 0 5&^L5 0mg/kg#I« *?£b<te0. Ol&l^ 
V2mg/kg&mTfcK), ■£t>\Zitt£l><\tO. 0 2 5&HbO. 5mg 

E*i&*fi!#*f*fc2fU Hi$K:S-¥bTfc«kv»U l3Wg&*^TS!-£l/ 
^V*>tfctt^OT.W>^> GI-2 6 2 5 7 0, JTT-50L M 
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CC- 5 5 5, YM-440, KRP-2 9 7, CS-01L FK-61 
4, WO 9 9/5 8 5 1 0 \Ztm<D{t&%} (0ML\£ (E) -.4- [4- (5 
2 - 7iz;P-4 - twu;p> ^>^W5 
/] -4-7x-«) , NN-6 2 2, AZ-2 4 2, BMS-298 
5 5 8 5, ONO-5816, LM-4156, BM- 13-1258, MB 
X.-10 2, GW-153 6f) , a-if)Vn=yy-MmMM 

M (M, 7i>^>, ;*N*;>s>, y*;i/^>^) , -T>X'J>M 
[x;P*n;i/^7U7ffl (#1, ^U^>*7$h\ 

7$ k, y u ^ tru f, tftf-r h\ ?v-)vm , k, 

^-j-^U -r> 5 3^ U ~ K^fcte*©*;^^*^^ GLP-if], 

itl-JmjV^tty— tf I Vlf^rj (#1, NVP-DPP-2 7 8, P T 
-1 0 0, N VP — DPP — 7 2 8> LAF2 3 7^), (3 3 7i-Xh(^ 
CL-3 1 6 24 3, SR-5S6 11-A, UL-TG- 3 0 7, SB- 
9. 9. fi 5 5 9. : A T - ft fi 7 7 , RMS -19608 5, A Z — 4 0 14 0 
, 7^U>7if~Xh (#1, y^AU>?K#) , ^*fDy>*7 

^7s*'J7 — if PI#$1, -7-6-^X77 t£lS#3>J, rf 
>}£ta$!l^) , S GLUT (sodium-glucose cotransporter) Mi^ffl (#1, 

■ t - 1 o 9 5 m) mmtfztih. 

K 7^^k7^y h (SNK- 8 6 0) , CT- 1 1 2#) , W 

m^kmm^ ngf, nt-3, bdnfi) , nmmmm^m±-^ 

mfemM WOO 1/1 4 3 7 2CfEm<D-3.-D hD7^>I4 • # 
»{Eit»J (M?Ut4- (4-^OD7i-JW -2- (2-^^;V-l— f 
S^VlW -5- (3- 7°ok*;i/) ttD-V- 

>)lfe& 3 , PKCIS^iJ (#1, LY- 3 3 3 5 3 1f), AGE|fi#£iJ (fl|, 
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ALT9 4 6, b'T^'yX ^7hWX N-7xtyJ^7yj')A 
H (ALT 7 6 6) , EXO-2 2 6«80 . JStt&£iS£3S (09, 

5 Sflljfil^^JibT^ «^L»iHMG-CoA3l7cB*ia#SI (M> 7° 

^/u^x yyn^j-y. pat^x 7h^/u^f>, 7>a* 

77^>\ UA°>fJk t'JAX^fX -f^/tX^X ZD-4 5 2 2 
fJfctt-tnSOtt («, 7; h U 7A&^) s 7-Y 7^- h^fr&tl 
^-if7w75-K ^o77-h, k*-7^77-K ~>7P7^75- 

10 K ^U/7>T7*7-h\ <7P7*r77~K i7P7^7U>^ XK7^r 
7?-K 7x/7^77-K y£7^7nv;k xn7^7^-K tf 
U7-y7^-K P-7^7^-K v£7^77-K x^7^ 7^- h 
&£) Z#7Uy&!$m%®MM (M> WO 9 7/1 0 2 2 4KfSm©ft; 
fllitfcEN- [ [(3R,5S)-l-(3-7'feh^>'-2 > 2-^^^7 ,, Ot:»-7- 

15 7PP-5-(2,3-i^ h + y7x-;H-2-^y-U,3 1 5-fh7t Fp-4,1- 
^>7^lT-tftf>-3-r;^ 7-fe^] tf^'J^>-4-«^£) , AC A 
Tffi$3!j (#1, 7AXT<7 (Avasimibe) ; I7jk/?i , 7 (Eflucimibe) 

&a , m^*y&&®m nux^^yua) ; 7p7p-;k = 

n5 t >^^^J (M, nn t— ^Knicomol), n-fe >J h □— ;Kniceritrol)& 
20 £) ^ P > h WLttfr, *ttl7. t- P — ^ (#K V X x □ — ;p (s oys t ero 1 ) , 
^>T^-U-tf/-;Kr-oryzanol)/^<H) &£/^f 

x±^7u;k x77*u;i^) , jy-y^yyyu^M axru- 
)\>$y yvtt^jv. uD-)V?y, it"dwx a;ht>*x t\>I/ 
25 sir;k*x <;w<it;k*x *vir;k*>^) . 7j;u>-7A^ifi^J 

T=S?tfX X7x^fc?X X77/k7t:X 7ADyt e >, Ifcyfyf) , 
*U^A5=-^>^;PMPH (#K U'77PT#U A, L-27152, AL 067K 

NIP-121&£) , tru-vymifimibti** 
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7x>7Jl/7$>, 7x>fJ^X ^h7^>, 7>7x7°7 : EX =r 
W>7x^5X T>?>K-;k 7x-;P7*P/V-^7$X £P^> 

Xh CL-3 1 6 2 4 3, SR- 5 8 6 1 1 -A, UL-TG-30 
5 7, SB- 2 2 6 5 5 2, AJ- 9 6 7 7, BMS- 1 96085, AZ- 
40 1 40i), Ftt*«Hfl*!* (flU l/7°^>^ CNTF (^HH* 

FPL-1 5 849*) 

io :t7*P 5 itU ^P^y^Ajt7'D 5 >30 , 3\TS> F^fiSH (M, 
x^7^h\ $^P^>^7$?F, FU^EUM^r^F, tFD^OD? 
75? F; bKD7;Mf7^F, ^>f;l/t Hd^oo^H, ^>7;i/ 
3^F\ 'J^7^b\ j^D^T^F*) , ttT^HX^P^ttW 

xtfp/^^hx vvri*7-v>m <-.mmm*&mm.mm m. rt* 
is f«o , ^p;^>if>x;i/*>7$ H*»sa (flu &u)v*v fx 

s jv s r v 'i ✓ i • =tyy % ^ i- — - i * i ' s ' " — ' x — - " ' ~ "*- % 

tttt&ftft&ffl (flu tf^'J^x k'>7-»< ^v-;i^) * 

%.&mm\tLx\t. wMtH&to&itmmj&ft ^^^^^ 

-r> (#i> -f>^-7xDx -r>^-P-r^> (idd , pdx-^j 
m®=? (flu mmtuu-~mmm^ iuxp^^) 
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ft, ^TfeIL-L IL-2, I L- 1 2&£<^>^-P^*>7W 

#;1->7A, ^>77V'J>;r-hU7A(dalteparin sodium) & if) , 7^7 
5 7»J> (0!l, ' 9^7.7 U>#U£Afc£) , $thD>t>H (#K 7;k#h 
□A*>(aragatroban)^t*) , Jfiili^^ (08, 7 p*t—£ (urokinase), 
^7 if (tisokinase) , 7;1/t-7*^— if (al teplase) , j-^rZf?— if 
(nateplase), c E>x7'^ — if (mon teplase) , 715:r7*7 — fcf(pami teplase) 

6 £) , ifiL/M£}^i«Jlil (Fil , mgt? Z u M V X t i c 1 op i d i ne hydr och 1 o r i de) , 
10 ->oX^V-;Kcilostazol), -f hMx^k -^7°P7. h:*- h U 

7 A (beraprost sodium) ,~ )\> i$ >f V 7 — h (sarpogrelate 
hydrochloride)^*) tzEtmtf ZtlZ* 

■ . mfcn&wwmtvxit. myitis? a***/? j—.- mmm cm. -r> 

H^^^>#) Mr*>tJ' s - • U-y— 5^ (Cancer Research) , H4 9#, 5 
15 9 3 5-5 9 3 91, 1 9 8 9^), 7u?7.T-U>mMW (#1, ^^T" 
P-;P7*t— h) ^-7-^ iJ-^-t>3Dy- (Journal 

of Clinical Oncology) ,' Jl 1 2#, 2 1 3~2 2 5I, 1 1 9 9 450 , ft 
SXfn-f H (#K x*1r*+rV*>3£) , h7P7^$ FmUgiJ, 

tHp^>^tv-;^m^j (XiKttVi-rnt>±et^«i) , mftit&# 
20 m m. x-f pir^>^x>m^) C7U5V • ~7*-tv> • ^-7* • * 

7>1x— (British Journal of Cancer) , |6 8i, 3 1 4~3 1 81, 1 

993^) , igf-l &zwtm®.9t&mm-Tz>m?x 

fc®TNF-a, L I F, IL-6, :*>3;*^>Mt;:#T3ft#&£j&« 

25 tfJBISSItUTWu (#!, Y-128, VX-8 

5 3, prosaptideS?) , tft^^H (#!l> 7^7$X 75hU7>U>, 

^->U^>m) , 7iz3^nU>g^£U#>K (#1, ABT-594 *?) , x> 
H-feU>#e#fttt* C-W. ABT-627 #) , t/75>Et)&#MIi (#], 
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h77H;kf) , mm&mmm wtzm > gaba §#fcfH»* m> 
m.tsy^yym) , >*±~fe? c ga^n (#i> LY-333531 #) , 

;w h-x xxhUt-M <^U77^x h 

^^^x>, ifiK^nfc!^ U>) #) , 5^/7A ( erhp.^-i/-;^fe 
#fJM3!!te. »*L<tt-f >^U>«3«, -f >^U>«eWttft»3W, a- 

(Dwmtfznz. 1 ........ 

• . 1 ) < >x u >ttftttafews^j:i^r >x u >s^j ; . • 

20 2 ) • -f >X »J >JSftttafc#SM3 J; tf-Y >X U ; C 1 

4) -f U >Jg^&&##J£J:tf fc*^7:M HSS ; 

5) <>^y>tt«*J:r;if^7^ HJW; 

6) < >xy>^J*5ck^-f >x y >^«HSit3W ; 

25 7) -T>xy >»J*5J:^Q!-^;i/P^-iiPl§M ; 

8 ) -f >x y a - isp-vrnm 

10) -f>*y>ffittttB*»j& ox y >«3«5 saw?-?* m 

11) ox y -r u >»J& £iH >x u >#$i£ii 
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: mmm 

13) -i >X U >4£in/l£&#3lK <>X U >#${£^J&£tf If ^7:^ K 
5 3>J; 

^— mmn 

1 5) -f >X U >£ttttafc#3B,' \L9?1r4 F^^^a-^^-f 
IR&39. • 

10 

u -f >x u ± if ^7*^ 

fN^£-4lj&itt£ ltl^T^<,' £©idft&&UTfck 8MB 

HRS (I) 4>, Wj&*-W -CH 2 - '•(W , 'ttlS^S&ttK*»l^: 
25 1 9 0 2$©&flS#*asijSf )' Tfc^fr&W' (1-1) 

Cut, w Ti^n^ r^«»i^vvCi"9©2ii©^**aa6j t 
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(Am 




H-V-R 2 (III) 




(1-1) 



5 so 2 r 14 (R'n&mm?. E>km$ki~4<D7)Wvm. mm$ki~4(D 
7)i*)mxw&z'nx^xb^mm$k6~i ootu-;ps, 

)i>&xmWiZftx^xt>&^mm$k6~ 1 0©7U-;i/«J .•fecfcDf r^nifc 

& ^^^§M«i:i~4<D7;i/^*ii;T«, x5Vk 7ntf 

)V, -rv7otf;k 7*?;k -Y77^;k sec.-73Mk t.-7>;k^#tf£ 

R 1 4 T $ n 3 r^^ic i ~ 4 © 7 ;k^STgj|£ tlT^TfcJ; t > 

. 7x-;k ^7^;i/^ife.n v /cC^Tfe7^-^^*^^o 
r 1 4 ns rj^ifc i ~ 4 (D 7;^^s^fi^^ nx^x t> £ 
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(in titGto (no tzfrfo-znT, (i-D 

ft&m (III) ft£#J (II) KftLT, Jff*L<f4*&l-i»3 

ir>>7v (Synthesis) 1H (19 8 1#) KIB*<07m :*SVitt-tnfc2pD 

l«'J«*J:I«llf3»®«ffliB. (ID 
< tt® 1 ~» 5 t^SJfcT**."- 

.SJSfflJltt, aS, ID- 5 0~g|l 5 Ot, OHQl 0 

■0XT*.5. 

z #a □ y >HHP*fctt - o s o 2 r 1 4 ( r 1 4 ttt&iB £ ra*«£?Kt> . 
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N, N-v^^T-U 1, 8-^7iftf->£D [5. 4. 0] £>x 
jtj-7 -x>££©75 >8 ; U h V Ok?iE<D& 

K**fb*;*hUlXfc*h*3'F» th'J^AXh^H, #y£A t.- 

7>4-> H&^©7^* u«7^3*5^ waaf&na. 
5 ^n6*ts©«ffl«tt, (id fc*tu SFSiXfcM&iH&s^ 

;n— r;^if©x— r-;MH; 7thX 2-^/>?5:<!:Wh>I; £ 
;i/*;uA7^ Ffc2:©75 H« ; H^£©7.;U*^^ H 

• KJfci&SfcJU ft- 5 0 -ft 1 5 0 "C, £?£b< \Wl- 1 0 -ft 1 0 

15 SJ6&^«, ftO. 5 -ft 2 0P$M"l?*5. " 

fit. fflEttfr i$&JSffi, Atti. AiAi *DT^57.r-fc£fc 

±$dAmTmmt^mtvxm^^n^t^ (id '&#&»©#» 

20 fcl/fcj&^T$e!^*£'fcrt*T#£.-'fl*.tf, (ID ^ W 

#Tr, Z#k Kn+i/ST&Sffr&tl (II-D te> WO 0 1/3 8 3 2 5 
Sfc, (III) tt, £#&»©#££ b£#oT$^TS£i:#T£ 

25 

HR5* (I) V#tt*^ W*^-W 1 -CH=CH- (W ' tt 
jg^icfc&^fitifc l &v> b 1 8 © 2#©^k7jc^S$^f ) » R ! ^KM 

(1-2) i&efctf-JtgsTd) V#»£¥, Wj&*-W * -CH 2 - 
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ch 2 - (w ' temmtmMmzmt) . R^m&znx^x^^m 
^7mmtrc\mmnx^xh^mmmmx$>^t^ a-3) &t 

z.z.x\ w ' XTK-znz r&$gtifc^b 1 8 0 2f&®iMb*£a£j 

(Bi£) 

Ri-X-Q-Y -/a^-(CH,). N B 4-W-CHO (IV) 





R'-X-Q-Y — (CH 2 ) n NjT^W'- — CH=CH-R 2 * (1-2) 



112 



R'-X-Q-Y 




(CH,) „ — : N B : -Vw' ' CH,-CH,-R 



r 



(1-3) 



'2' n ■ - i " ~" 2 --2 

(181) . • 

*lSTtt» (iv) t^^*-^Attt©S^»c«fcO^«5 d-2) 

is SrSlirrs. 
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ftZft=.VJ»m£bT& MZ-lttiR 1 ' CH 2 P(C 6 Hs) 3 Za 

m, ^m. 3£*#n«f6ti&. i^^7,*r:^A^tt, 
5 fc*^ tsetse 

J*UL<D&mm&* 4k&<®> (IY) K3*U-a**J 1 — ^tP 5 ^e;h», 
S? * b < \tm 1H8 3 ^l^fiTS 3„ 

LTWU WAtf*»flS± N U »7 A, U V A, U £ A, 

h U £A, h U V&UEOTM U&Att \ tf U v>> h 

10 iJIfJ|/7$>, N, N, -^^7~U>#©7^>^;7fc^t;±hU^ 
A, **<fe;*U9A^i:©^JR**^; th'J^AXh^K, ^hU^ 
A* h*~>h\ #U>7A t-^b^rv-F^<HOT;^U^ST;m^> F^ 

R7l£lr:ffi«?ig*.7&M ? :2cfpl,ii&*S:> I .Til. M 5 fcf^ V+* V. HI/TV. * 

3MT»- 5 Or-^J 1 5 Ot:, £t£b< 1 013~tt 1 

C©«fc5ft:LT»&n*^* (1-2) tt, &»02AHM*f0k 
Ml, ttflEBMK MFtiyAffi, Utt^ M» "^D7h^7-f-^l: 

«fcfl¥iiitt«TS££j&*T#5. 

(1-2) SiMI-a-rfe:, <fc-£t/ (1-2) *^ir£J&2i£#j£*- 
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(XS2) 

*XSTtt, lb£#> (1-2) ZWTuKfo^tt-TZtlZXQ, fcS® (1-3) 

c:n&a^JSMia£o«^fittv^^ (I_2) f:: ** u ff*u<»**5o. 

sjfci&g a, 5I3t, tt- 5 0 ~& 1 5 o *c, n £ b < i o 1 o 

-flgiC (I) Vtf%£^ W#-W ' -CH=CH- (W ' « 
WEfclW****) > R 2 ^-PO (OR 8 ) (OR 9 ) (R 8 £<fctfR 9 
temmtmWMtt?) r&ZikG® (1-4) ;&J;pH« (I) v# 

n^w^-w* ' -ch 2 -ch 2 - (w • mmtmnm**t)*' 

r^{-PO (OR 8 ) (OR 9 ) (R*&£tfR 9 \mtZtmMm$:m-f) 
T&Zfc&W (1-5) tt, »C^l:^7Tt)Sil$no. 
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(cm 



R ' -X-Q-Y-(a^- (CH 2 ) - — nITVw' ' -CHO ( I V) 



IfI1 



Ri 



-X-Q-Y-(A^- (CH 2 ) ; — N^-W -CH=CH-P0 (OR 8 ) (OR 9 ) 0~4) 



Ri 



JL^2 



-X-Q-Y-(a)- (CH 2 ) ^ — IsTb^-W' -CH 2 -CH 2 -PO (OR 8 ) (OR 3 ) (I -5) 



(Igl) 

■-&«" : (i-4)'-*«jfi-r*. 
*»u>ttii©«ffl*tt» ft^« (iv) fc**u ff*i/<tt»i-»io 

tttSiiUttt', M&tfzkBfcftfc'JtfA, 7jt^ft±HJ<7£, ISfflfeMtf-h 



WO 03/000685 



59 



PCT/JP02/06107 



N, N-vtWI/T-UX 1, [5. 4. 0] «7>x 

£-7 -x>fti:<Z>7=: >§t ; 7mik% U >7A, h U <y&fc£<D£ 

£*f£ft«l ; ^hU^A* ^HJ^AXh^F, #U2A t.- 

:7>**> K&£©7;i/# ui*7;m+>' H&a&qiHf ens. 
5 (iv) £*fu ff*L<»ai9 1-195^ 

( 10 >fl2ifcfczK*£ ; N, N-^^fJWA75 K&£«D75 ; ¥*^)V 

c©j:5cuT#&n*ft:^* (i-4) a, 'j&HDftmtm^m* mx\m 

d-4) &JMli*rfc* rt^fe d-4) S'&traSig'&ttS-t 

(18-2) • 

*IgTftt, <k£<®> (1-4) ^)l7U^H#T^i:^ctO, ft^tl (1-5) 
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mx\t, (IV) \Z^X. W* ' (IY-1) tt, 

WO 0 1/3 8 3 2 5kHE<fiO^, #5 W2Clttfc:Jp1"£#£i;:«fcoT 

(iv) W ' 8©2#©^k: 

5 7jc^BSTS^fk^ (IV-2) SATlZ*tDmzLfctf-oTm 

(Dm) 

ri-X-Q-Y — ^7^~(CH 2 ) n W^B^ W"-CH 2 0H (v-1) 



I 



(IV-2) 



Ri-X-Q-Y — (7^-(CH 2 ) n W"-CH0 

iU 'f-I^A v. IUPVJ V. » */ CCKiu^.niMui J ? ' ' — in_ct» v •> lUU 'W • "/ u. 

g£{fc2'J<Z>^/B*«, it-tm (V-l) fc#U #£L<«m~£fl OtJ^ 
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Kfoi&m±* mn, 5 o ~$ 1 5 o t;, l < \m- io~$no 

£fc. fb-g-fe (IV-2) \t, i?2nn*$>tzE<DAn¥> 

Kfoum<D&%mte. K&m (v-D \zm u u £ i/ < «iu i i o 
io mmr&Zo 

15- 5 o i5ot t $? * l < im- 1 o i o 

ox:t*$>z> b 

15 ^.rarara, mi%, $j o . 5 2 o mm-e$> 

c:pj:e>^bT#e»n^fb^#i : (iv-2) ^ <&&<DftimwtWL. mx.\* 

20 Cl^pTRffitSCi^T**.. 0S*,tf, ,W- ' ii^T^^ft^ 
(V-l) fcU WO 0 1/3 8 3 2 5fCffitt0>erfe &3 Watnfc^r^ 

MBBAfeTIR^tbTffiVi&nsft'&ift (II) £>5*>, Z^tFD 
25 ^ylt^ofM (1 1-2) , *3«k^Z >M^^tt- OS O 2 R 1 

(Eft) 
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r'-x-q-y-(a^-(ch 2 )— Z (VI) + 

xai { 

R i-X-Q-Y-0- (CH 2 )-N0-W^^" (V| , 0 

0 

Ri-X-Q-Y-(A}-(CH 2 ) n — N^-W'-CH 2 0H (11-2) 

oi_v_n_v — fTX-fru\ N ^R-^ — W'-CH.Z' (ll-lft 

[5£<K Z ' «APy>M^kfctt-OS0 2 R 14 (R I4 «:ttia"iH3tlt* 
tST) -€-(DffiOE-*3-tttKH34:lRi*«&^"f. 3 
(IS 1 ) 

5 '*isrtffck it&m (yd tft^ (vii) t*s^**T/^B^« (viii) 

ccOet^tbT^^n-S-ft;^ (VIII) ^©^IKfllfi^S;* mxu 

mm. mtmm. mtm& : &&:nu^ mm, zu-?Y$=>u-tzE 
(viiD '^^gs-a-'-ft, fl^ft (vim 
(vi) ^itwt^ (vii) \t. uw^oumzvtz^-Dxn^-t 




HNB-HI^« (VI|) 
0 
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ik£V3 (VI) MZ-lfE P-A 7 1 0 6 5 9, EP-A 62962 
4 (#^7-53555) ,W0 9 8/0 3 5 0 5#KfEitf)#&, h 

<fb£$| (VII) \i, m7L&V*-1r)\> AfD1fi'^ 1 J>^ ^57, 

5 hU— (Journal of Heterocyclic Chemistry) > 2 4#, 1 6 6 9HQ9 
8 7$) ; dr 5 ^ MJ- (Journal of 

Organic Chemistry) , 6 2#, 2 6 4 9H (1 9 9 7$) ; /Ksht-#x 
vt> 7>K ^xv'^"^ 5 X M J — V$ — X (Bioorganic & 
Medicinal Chemistry Letters) , 6#, 1 04 71 (1 9 9 6$) m\zmm, 

K&m (vim ^M7csj5S(c#-r z\t\z£D. it^m ai- 
2) ^sitr^o 

MTtMommmit, (vim ^jki^o. 5 1 0 
K^mt, mn. u-5o~itii5ot:, R£b<\m-i o-mi 0 
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zo&s&LTftznzfc&vs (ii- 2) «> &m<Dftiwm^ mz. 

(ii- 2) SJMrerfc* (ii- 2) £^tf£/ft*g£ 

5 ^^OtS> #©I@3©M&<hUTfflV>T&«fc^o 
(183) 

#IgT?«U ft&m (II- 2) tADy>fld*9»SVitt^*-;Wb»li 
£HJ&$i*T> (II- 3) ^MiTTS. 

io e>n, z ' *v\ny>if it*) -&z>%tt&m cn-3> 

7\P^>«J©^*«, (H-2) £2*bT, Sfcttl-HBlO* 

is y^D^^x # □ □ a <D/\ ><tmt7mm f- b 9 1 k d 

2 0 1 0 0 < CTi$ 0 . 5 2 4 ^M^W-Tff ton*. S£> jBSKD/N 

20 WUK Mp-hJH>;MrjWli^n^ z' 

oso 2 r 14 (R i4 \mmtmMm^'r) mxu**>7,)v*-)v**. 
v> ^fbp-b^x^^n^^v-) t?»5^«f ci 1-3) #?4&n*. 

©x*xjwswf *»o#*etk:*&- 20-1510 on?, &o. 
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&m<Dmmm\t, k&® (11-2) izklx, s^tm-m o^i*-? 
z<D^o\zbxmn^t^ (11-3) &»0a*t*MS¥g. 

10 mi3©#r^jc^^t, mmt&mm&mtLxT^ym. tuvx**/ 
x5f;k 7"Ptr;k -rv:/Dtf;k r/3Vk tert-^;^if) , c 7 _ 

UpW^tUk HJx^;k^U;k i?^^7x^^'JJk tert- 

*j^-;n©§iiti/tn mx\t. -WRrtt-fr 1. 3 - 

x-T7 f 7\* -f > ■t—fl—yt? -y>± : y7, (Protective Groups 
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in Organic Synthesis) , John Wiley and Sons T(I (1 9 8 0) \Z$SM<D-fi 

r> : E-^A7;i/^-u H,»K/t7^A, hur;k+;^u;w\5-f 

fc^fe (I) ^ ^Jltt#, ffiMttfr, EflEStt#££- 

#T^^fC«, dnS^^^ (I) thT^l£ftZ>t£%\Z, 

■nfc^sttft'bfls^ft (i) tc^an*. 

15 ^SMSIf* d £££ D7^llft#£#3. 

1) a-sim^as - 

20 >x;pm, . (+) (-) (+) - i -7x^75 O 

>> (-) - l-7x^75>. v>nnX (-) -»3ZyX 

2) 4^;k*7Aj£ 

25 7>-iz^ i££fziz^(DiM.&y£¥m&&ftnm% t> a (^^^^a) t^t* 
T^»*r«^. mMim*#B'?hif774<Dm&, enantio-o 

VM (h-V-a«) **V>tt,. ^"fe;Ptt« CHIRALy'J-X^t* 
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7-feH-Hj;k hvyjv^nmm. vx^;i/7s>&£) zmmzwt 

»Atfjtf7^D7h^77>f-0»^ CP-Ch i r a s i 1 -DeX 

cb (s*-x;HMx>;*#fi) a<»?©*7;p*7ASttjaL/.T4)'«ir-5. 

5 3) ^7XfUt7-g 

StcJ: 05te^tt^tt*»fi*«IOK"rc tick 

o euAtf, (i) wfintFD^y^feiii, ^Bjssmtz 
m^s m^mt%^m^mm wx\z, mtpa ca->h*->-a 

- (hU^M-D/?^) 7xx;nft£i , (-) & 

7X7V^-^#5tl5. — (I) ft* frtf Z>® 
5 £\ ..fcfc£toSft4tJStt75 >Sfc.tt7;m-JHtmfS«^R.|Sk:#-r z 

) . u$fcM< &*m< j*afiw*«fc^»a«*#w r T*»w**6c» 

«k:R*r*^ *^BJ«e:n?>tJ:0^$n^ i b©-e«75:Vi o 

HS*^*, MAtH 5- [4- [2- (5-^?JV-2-7x-)V 
> -4-.ttVSV)l>) lh+y] ^>^] -2, 4-?7 % /U^>^> 

feAtti- P PAR rfclfr&U.-P PARr ZfS&lktZlk&Wi'Z&Zo 

C@2?'J#^ : 1 ) 
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mnmn: 23 

5 ###12 aTJSl*&*l*PPRE-U©if^E£l&^T. 
#%#I2 aT^SttSPPRE-LO&SIE^J^-fo 

tmpm^: 53 

10 imnm^: 6 3 

###|2 a-rffiv^n^y^-rT-TK-L^i^ssa^j^-r. 

,(@B^J#-^: 73 

##0U 3 a T/B V> £> tl3 y^-f T-P AG-UO^gSB^'J^-r. 
:C@a^J#^: 83 . 

3 a T/B V> & tl5 P A G-L omMB&l 

MM 1 tKPPARri ^^ittit 

1 Trmmisfc 1.5Mg/ml hPPARr I &^M«£ii^ 20nM 

PHj-fb^AOeCi/iraDol) (7T->f A7tJ^->7) &imi&ft£$&>£ 
TEGM buffer <£> 4^1? 16 PffslK^ .Kfo&fc, 140m 1'©t^ h 7 

T)£»]U 4t:irl0^a^ 910xg-ei0^, ^vfr^Lfco 
SOlil <D±m(DMMft&& Topcount (Packard) -T&'J^bit. 

1O05B. 20nM [ 3 H] -^^)At 100MM^#lA&I^P#(C^iJPLfcS!!^{I^ 0% 

te£M^£W#¥<2fiI£PRISM3.0 

j^SS [^1] (C^1"o 
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Ml] 








ICso 






(tiM) 


5 


i 


0. 0 3 4 



UmM 2 fc h PPARr 7>^rf-7, h-7y-fe<fcJ:*fl5*4MWl 

is) mymm tttsvmq&b (sw^mmim) tcm& 96weii 

10 white plate (3-n>dftt) ©£#x;i^ 8.8xlO J 4@.tf);itt& 60# 1 o*Oi 
itfc, -ttUT, #£x;i"V «^b^4&20jtii .]Rtf*«fln0nM©fc£4&A 
(fflmitLT&m) 20tfl*gSjDU 37"C 5% "C0 1 ^T*C48I^K«||L 
/Co 96well white plate (3-n>^t) £ 9 tttt • 
LT7.5 £40/*l IsinU jfc#fk 1420 ARVO Mult i label Counter 

15 . (Wallace) ;P^7.x.9— tfiSttSaSjeU*. 

10nM^«fA©;^>7x7-:-t?Stt* lOOXv fc^A&SS;&D©*&<B;k> 

PRISM3. 0 (^3K7/1y;F,tt) *ffl.^T«Wf-r*Hifc:J:P^«E*ft^© I C 50 
ffl^WWbfc. K2] fc^f. 

20 





i c 50 




(/zM) 


1 


0.15 



25 uCi^l:, #l89iffc'&fc«U infcPPARr-RXRa ^u~m 
#*0S la (thRXR.a iS^© £,D - - > if) 
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QUICK-Clone cDNA) ^iSil, T>y;U7. * )V7 ' =T 4 - > i^x< 
(Mange lsdorf, D. J.) t>im& 1*4 f-*— (Nature) , 1 9 9 3 
45 (6 2 7 2) m> 224-22 9M1 tTV^RXR a jf^O^SE 
^J§##lC^tfcy7-fT— fey h 
5. XRA-U : 5*-TTA GAA TTC GAC ATG GAC ACC AAA CAT TTC CTG-3' (@B?!l#-t : 
1) 

XRA-L : 5' -CCC CTC GAG CTA AGT CAT TTG GTG CGG CGC CTC-3' (@B^J#-^ : 
2) 

%m utc p c nmz «k o n -d 'it. 

10 PCRKjStt; AmpliWax PCR Gem 10 0 (^jgiifi) £/BHfc#y h ■ X 
^— h (Hot Start) 8rrfrofc.-"*t\ 1 OXLA PCR Buffer 2 # K 
2. 5 mM d NTPSISE3 12.5 jti M :7°^1"? 2 . 5-fiUm 

wm&fci o p.\ zm&hTTMmmtLfco HMttTt hue c 

DNA (1 ng/ml) §1 1 OXLA PCR Buffer 3-*iK 2.5 m 

15 M dNTPSMfc'l At K TaKaRa LA Taq DNA polymer astf(SSifi«) 0. 5 itK 

■ r M II iTTT. .1 . n t ' 1- 1 J- -J=l /\ 1 -r- I . tfg .-*=! Crttr 1.7 *. 

±13 bfcTliBiftfc AmpliWax PCR Gem 10 0 -(^SiSSD £11TO*DU 

7~ o ct 5 #ihk Tk^T 5 ftmmwm. £mmm^uax p crosm^i 

20 *±SL #H) CtySUm 9 5CT2#f B WSb7c. ££>{;:, 9 5C"c 
1 5 m 6 8W2ftm<D-*)-'C?J],&3 5®mt>MUft^ 7 2VT*8ft 

#en7tPCRjg^T^P-XW (1%) €m&®jU RXR ajtfe 
-?£^tfl. 4 kb ODNA»fM*Sy;^eiaJKL^^ P T7 Blue-T 
25 vector &fi£8) KJfAU 77^5 h' pTBt-hRXR a £#7c. 

7v-;U CoA^*^— t?<Z>PPARJ&g£x!/*> h (PPRE) 
DNABrtf-fcJ:, TO 5 ' *i'J >i{t^DNA$^^Tf ilfe. 
PPRE-lf : 5'-pTCGACAGGGGACCAGGACAAAGGTCACGTTCGGGAG-3' (SB^'J #-*§-: 3 ) 
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PPRE-L : 5'-pTCGACTCCCGAACGTGACCTTTGTCCTGGTCCCCTG-3' (iB3FlJ#^:4) 

£1% PPRE-U, PPRE-Lf7--'J>^UcE 
pBlueScript SK + O Sill ^mzWALTzo if A^^SS2^J^^T 
o^lCiQr PPRE^U^^AfC^Lfe^^X^ K pBSS-P 
5 PRE4£ii£Rl-£. . 

HSV 5=-5 i?> ' ~£ • 5— ?A • ^ot-^- (Thymidine kinase 
minimum promoter). (TK^D^-^-) i^©i70-->^l p RL-T 
K vector (Promega) *ffl] S»StU bf- 

(Luckow.B) • * 7=svX' U-fr— 5 1 (Nucleic Acids 

10 Res.) 1987 ^ 15. (13) 5490 HJ UT^5f5y> • fc? (Thymidine 
kinase) 5te^©^P ; &-^-^^*@5^*##^^bfe7 P 7<T- 
t i ;h . . 

TK-U : 5' -CCCAGATCTCCCCAGCGTCTTGTCATTG-3' (E2?9## : 5) 
TK-L : 5'-TCACCATGGTCAAGCTTTTAAGCGGGTC-3' (E^Wf- : 6) 
15 £ffl^fcPCR8fc«fc0fTo.fc. 

PCRTOt AmpliWax PCR Gem.l 0 0 (£$g$689 Sffl^fc^y b • X 
(Hot Start) .feTff ofc. 10XLA PCR Buffer 2 At K 
2.5 mM.d NTP«F*3 M., 12. 5 n M^7<7-^#2. 5vKft 

M^g7Kio ni ^m^vrTmmmtvrzo mmtvx prl-t 

20 K vector [?.0*# (Promega) %SMy 2KB] £ 1 ]U 1, 10XLAPCR 
Buf fer 3 tH> 2 . 5 m M d.NT.PSMR 1 M K TaKaRa LA Taq DNA polymerase 

&mmm) 0.5 au mwM%fc2 4.5 ui &m&VT±mmi&tisit. 

±IBLfeTS^t AmpliWax PCR Gem 100 (Sfijifi) SUHSsiDU 
7 0t:T5#ffl> *"PT?5^M«IS«, ±flffl«£iPAPCR0l*Jfc?fc&ll 
25 fi)S*©A5ftfa-^**- t;hj-<^7-- (a°-^>x;p-7- 

1 5 m 6 8t}T2#H©lM 3 5 HJIDaSbfe^ 72 < CT:8# 

#e>ftfcPCRj^£7#n-*$-> (1%) TK7*0^- 
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^-**tH4 0 b ©DNAifit^;l/^e>ls]JRbfc^> p T7 Blue-T 
vector (kmmU) izmxbtzo Z.(D7'yX^ FfrbWmm Bglll t Ncol 
T^ift-^C:i:^ s k0f#fcTKyD ; E-^-^tf©f)t^^77 > $ H p GL 
3 -Basic vector [7*D;*# (P r omega) ftSSL *ffl] CD Bglll-Ncol Wiftb. 
5 ^MbT7'^^5 H pGL3-TK£flMSbfc. 

f#e>tl7c:7°7X5 H P GL 3-TKO Nhel-Xhol ^4. 9 kb 
^ H p BSS-PPRE4CDNheI-XhoI »rfr2 0 0 b &m&TZZ\t\Z&. 
H p GL 3-4ERPP-TK£f£§gL7t„ 
10^77^ h* pGL3-4ERPP-TK^ BamHI (^MMM) 7?WWi 
10 T4DNA5j?'J^7-f (SMjiSg) &3fc«fcD*«¥8HfcLTD 

pGFP-Cl (MftMW £ Bsn 3 6 I (NEB) T^U/c^ 

t4dna#u^7-i? Gaiafi»)-«iaK:«fc'?)5fcai¥»ftu 1.6 m> © 

DNA0rfi-£»£. ! 

15 MDNA®rJt£gi^3££K:cfctK ^-^775F pGL3-4 

##^3a (hhPPARrI£f©^o-->^) 

fchPPAR rai^F©^P-->^ &m cDNA igffi 
£: QUI CK-C lone cDNA) £$fg/£U #V—> (Greene) £5$*^# • 
20 Xi77^1/y>3> (Gene Expr.) , 1 9 9 5¥. 4 (4-5) 28 1 
- 2 9 91] LTV^PPAR r »e^©£SE^£0#fcfEfiUfc:7*7-'f 
• feyb 

PAG-U : 5' -GTG GGT ACC GAA ATG ACC ATG GTT GAC ACA GAG-3' (gEJtJ#-*f : 
7) 

25 PAG-L : 5'-GGG GTC GAC CAG GAC TCT CTG CTA GTA CAA GTC-3' (E^#^ : 
8) • 

Sffl^fcP'CRtfek:'«kDfTofc." 

PCRj*J&«, AmpliWax PCR Gem 10 0 (^gjgfi) h • X 

(Hot Start) &T*fTofc. £f\ 10XLA PCR Buffer 2 uU 
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2. 5 inM dNTPM3 tiU 1 2. 5 u M?? 4 2. 5 M 

DNA (1 ng/ml) £ 1 At K 10XLA PCR Buffer 3. /zh 2. 5 i 
M dNTPitl m K TaKaRa LA Taq DNA polymerase (■sLMt&W 0. 5 m1> 

5 mwM%fc2 4. 5 Mr&jg^bT±«fi^bfc. 

±EbfcTS^»-Anplifax PCR Gem 10 0 (^SaSfi) fclfi^fllU 

tfcfi, *ffl) CtyH/fc«. 9 5CT2#WM&gl/&. 9 5t:T 

0 15m 6 8tT2^riOt^^M3 5 0£l 05it^c^ 7 2T3T8# 

kb ODNA*ffr&y;^e.ls|iRLfc^-p T7 Blue-T 
vector &mmW) fcJfAU ^7X5 H pTBT-h PPAR r 

5 : 

###|1 COS-1 t h PPARrl 

150cm 2 tissue culture flask (=i-n>^±) d C0S-1«£ 5xl0 6 ®t 
■:■ iU 37.13 5% CO^frTT* 241$|H!i8aibfc. h?>7.7x£ ->3 >«U# 
7xi7h75> (GIBCOBRL) SJEtATfrofc. *$"fct>%. 125^1 ®'J^7i 
0 ^ hTSX 100 At 1 © PLUS Reagents 15/ig £> hPPAR.r f§5!:7°?X5 H (# 
%«3a"c1l6nft7*7^5H pTBT-hPPAR r ) £ opti-MEM(GIBCO 
BRL) tg^lT h 7>77x^*>3 >S^flfl^ COS-1 HUSK: 25ml 
©h7>7>7x7>'3>^«^ 37C 5% C0 2 ^ffTt 3 KM** 
bfco Sttlft(S/^T)T«iaL/fclOXFCS £<£trDMEMig*!s (Bflfffe 

5 mm.^m^M & 25mi i&bnu 3713, 5% co,*f^Ti?»*ufc. 
. 24 mm&< m&mx*mwbfz skfcs ^tsimu.mm (Bm&tom&viftffi) 

50ml Tg&U 3 37"C, 5% CO^frTTigSbfe. 48 NfH^ 
>7.73L2 5 sa>h1zMl&*m&U TEG buffer (10 mM Tris-HCl (pH 7.2), 
50 mM EDTA, 103! glycerol) T^Ufc. SBJ&tt 1 »1 TEGM buffer (10 mM 
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Tris-HCl (pH7.2), lmMEDTA, 10X glycerol, In l/100ml /3 -mercaptoethanol, 
10 mM Na molybdate, 1 mM di thiothre i to 1, 2 table ts/lOOml Protease 
inhibitor Cocktail tablets (Boehringer Mannheim)) \ZMM U MM&M<n 

5 i&&mt 228, OOOxg, 20 mi n jtiL>#$i U ±M*®.mtZ> £T-80t; 

###l 2 t h PPARr, WRa$£mm75Z=i K&itf l/#-*-7'-7X5 F 

<d cosi mm^<D^mx 

150cm 2 tissue culture flask (n-~>sf#:) fc COS-1 JfflJ?&£ 5xl0 6 ©$| 
10 SU 37*C 5% C0 2 ^#TT24lWg#L£o h^X^a^i/a >&'J^ 
7xi>h75> (GIBCOBRL) £/8l>TfTo£:o Tft*r£, 125^1 ©U^7jc 
7 h75>. 100^1 (D PLUS Reagent, hPPARr^7^X5 H (###13 a 
Tf#e> n£7^7.5 K pTBT— hPPAR r) &£ZfhKXRamm75ZS. 
F (###J1 aT#&nfc^7X5 K p TBT-h RXR a) £#2.5#g, 
15 W?-^-7^*$ (###12 aT#e.n^l/^-^-^77>5 K P GL 

O /I T? X> D D_TT/ «DT Tl, /Tl^^™,««.«\ "3fc» Eur* ««± ; _MDU /P TDPA 

IS -XJ-sJ.X.J.X J. J. X .LLUU/ C_ U JU- S> H-U-Lf i IV \J. J Liy C_ U jU/gi vpU XMUrlU VUliiV/V 

BRL) \zM£VTh7>Z7^Pi/3>m&&*ftMLtc, C0S-1 IfflJ&l;: 25ml 

Lfco 0. lXOBSAOIgiWP^) (fPTtUB^) £ra tf DMEM igife (BET 

20 ^tllS^f^) £25ml»]U S6tC\ 37^ 5%, C0 2 ^TT 24P#P^ig 

###1 3 

4-[ (4-^7DD^5 1 ;i/-2-^ h^>7i;^y) ^^;W-2- (2-7U 
)V) S-*^ )VttW-)V (1.47 g) , 3-(3-7x~;i/-l H-tf^V* 
25 -;l/-4-^;i/)7*Dtf^>mx^ (0.90 g) £ N,N->?^^;WUA7$ H 
(50 mL) <Dm&mZ7m4\:i-hWA (60%, 0.16 g) £^&TjJQ 

Afe. Kjss^m? 4 #Fb^#^yco 'BLjt^mz**&€. mm 
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#u mm^)v-^D-> d:2, v/v) mmm^* 3-n-(4-{ [2 
-(2-7»j;w-5-^^-4-^-^yu;i/] ^ h^>K3-p< h^->^> 
v>V) - 3 - 7 x ~)v - 1 . h - 1° 7 v*-;i/ - 4 — r ;n 7° □ >^x^;w £ 

fe^^ibT#fe (1.90g, i|X^95!l!) . 

5 'H-NMR (CDClj) 6 : 1.18 (3H, t, J=7.2Hz), 2.41 (3H,-s), 2.52 (2H, t, 
J=7.4Hz), 2.95 (2H, t. M.4Hz), 3.83 (3H, s), 4.07 (2H, q, J=7. 2 Hz), 
5.05 (2H, s), 5.23 (2H, s), 6.52 (1H, dd, J=3. 6, 1.8 Hz), 6. 79-6. 83 (2H, 
m), 7. 95-7. 02 (2H, m), 7.20-7.46 (4H, m), 7.53-7. 54 (1H, m), 7.61-7.66 
(2H, m) 0 

0 ###14 

3— ci — (4— { [2-(2-7U;w-5-^^;v-4-^ij-yu;i/] / h^v) 

-3-^ h+y^>^)-3-7x-JHl H-E7\/-Jl'-4- r;W7*ntf 
Ptrym^lV (1.90 g) v fh7kKn77> (7 mL) , &tfx^/-;i/ 
(7mL) (DU^mz, lMj£7k.mki-hVpk*mWl (7mL) £in;L. 50"C 
5 T 1 ^K^#^Tco ^^^ic 1S^B6 (7 mL) tTK^P*., »8x 

»U »»UT3-[l-(4-{ [2-(2-7U;W-5-^^;W-4-^^/U 

;W h^^>^i/).-.3.-7x-ji/-i H-tf^y-;u-4 

-< r;w7o^>^©i^ H B H ^#fc (i.5o g, iR^83%) 0 mst^jv-^ 

3 ^>#e>¥ffcftl/T&&7^XAS^ftfc. M l25~126t: 
5 

4- [ u-zuu^jv-i-* h^>7i;^>) /?;w-2- (2-7 u 

;W -S-jWM^IJV-;!' (11.48 .g) , 3-7x"Jl/-l H-tf^y-;l/ 
-4-*;i/3j5>8X^;i/ (4.95 g) , mfrmttlVVJ* (3.48 g) N,N- 
5 ytT-JV-ftfrATS. K (100 mL) ©fi^»S 90TCT? 15 P$|BW>*&£fc. K 
^^tl«7K.ta^^Xf;i/T^aiLfco^®^^f0^7KT^L., 

A7P-7h^^7^-tC#L, SKx5 L ;W-'\^> 0:2, v/v) i£fcb 
SBfrS, l-(4-{ [2-(2-7U;i/)-5-^^-4-^^ > /U;H 
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H£f#£ (6.47g, iK*55X) o »jftl23-124C. 
6 

5 l-(4-{ [2-(2-7U;W-5-^^-4-^itVU;W *h*>"}-3 

h+^>^)-3-7i^-i H-t?^/-;p-4-7j;i^>^x^ 

;i/ (6.28 g) ©fh7bFD77> (100 mL) »»K:. O'CTzRHftU^ 
9A7;R^7A (0.46 g) *2n*.fc«, 2 fc. 

^#JfcM^" MJ - 1 OzKStff& (3. 93 g) %1MZ_, MiElT: 30^#^if 

mzmrnvrc. ■*&ft&isa*3ttu ci — (4— { [2-(2-^u;i/)-5-^ 

^;P-^*#>*&?M6ftbfc. SUA 125-126^. 

15 ##01] 7 

P« / j ' f rn /n w il it \ r ' . » -T- »» 1 _1- -i- .U-\ f > > >» 1 n 

Li — Vi~\L£~ v^~^ % j jvi — <i — s*'j jy — t — y-i-r'j s v/kj r-r^ / —.a 

h^>^;w-3-7i^-i H-t?7i/-^-4 — r;M**/- 

;i/ (3.0 g) , S'ftX^fbT>#> (10.0 g) fcektfxF-^fc FD77> (100 
ml) * Offl-fr4(b*MTr 3 Braa>#gi?fc. xB£flST>^f>*53aK:«fct)^ 
20 5*£MUT#Snfc«gJI<£5S*U 1- [4- C [2-(2-7'J C 1 

;i/)-5-*^-4-:**i^/u;i/| *h**>] -3-*h*S"*>$>;w -3 

-7x-JHl H-{f^7-;i^-4-7J.W7;i'7 ; tiK^#fe(2.62 g, ft* 
87%), IHttX^;i/-A.+U->^&HJ(Sfibfc. M^106~lO7 e C„ 
8 

25 ^7ntf^->T5 K(3.. 0 g), 1, 3-v J ^pn-2-7°DAV>(4. 
7 0 g) £ ££Xx* y -;K 5 0 mL) <Z)*g^tl£ 1 . 5 ftMioS&MLfc. 
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%tf> (1:6, v/v) feftUftb* 4~7UU^^)V-2-X^)Vf-TV 
■ -)l*m&fo&mtVTmz (4. 87 g, «*9 0X) . 

'H-NMR (CDCl 3 ) 6 : 1.40 (3H, t, J=7. 2 Hz), 3.04 (2H, q, J=7.2 Hz), 4.67 
(2H, s), 7.16 (1H, s) 0 
5 ###19 

4-^QD^^-2-xW7 v /-iK4. 8 7g), MJ7iz;i/^ 
74>(7. 8 9 g)£, J-fehxHJ;Kl 0 OmDCg^S: 15 mfflMm 
SSEbfc. ^mL7USif a £^x^;i/x-^;i^ft&U 

*Mi(10. 0 2g, )U$7 9WtWc. TthZh'JJP-yXf 
;i/X-x;^6^ B 1.Lxfe 0 St£2 2 2~2 2 3t:„ 

3-[i-(4-{ [2-(2-7U;w-5-^^;p-4-^-^VJ;w ;<h=^>} 
-3-* b^v-^>v;i/ )-3-^xxjp-i H-tf7 7-;i/-4—r;u]7°P 

tf^->^(0.60 g)©ff7kFD77>^ (80 mL) 4-;*:P7V&7> 
X0.16 g)i: i 7PD^m'1'V^>'K0.23 g) O'GTJD Z.tz„ K 

>-tMCI^(0. 30 g) tT- h 7 1 h* D 7 7 >(20 mL) 0<CTiitTL- 
(0.54 g), **>*;p#>It(0.02 g)il, 4-> J ^1t->(50 mL)®^ 

ho'gt? 1 Ptr B i^#?Miffco s^^^^nu, ^Mi»mx5P;i/£ 

U ^X^;U-^*^> (1:4, . v/v) ^tB»e», 2- {2- [1 - (4- {[2 

- (2 - 7 u ;i/) - 5 - - 4 - jrtt V u ;W ^ h * - 3 - * h * > 
$>j w - 3 - 7 x x )V - 1 h - tf 7 v/~;p - 4 — -r ; W x?mw - 5 - tf ;u - 
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1.3.4-*^S?7y-;KZ)fiia&#fc-(0.49g, fc#70%) . S^X^-A 

l-(4-{ l2-(2-7V)V)-5-*?-)\s-4-**W)M 
5 h*^>^)-3-7x-Jl/-l H-hf7 % /-^-4-*;l/^7;i/T r b 

K (0.70 g) , *^>^3frX#>KT-h7X^ (0.49 g) fcH.N-S**^ 
H (30 mL) U^A (60%, jfttt, 0.07 

io tf*i/v&-c&.mu mmvtc i^n^s^y'J*^*7A^DT ( i 

h^77^~JC#U SHxf ^-A^>. (5 : 1, v/v) igffigBfrB, 
( E ) - 2 - [1 - (4 - { [2 - (2 - 7 U )V) - 5 - * 5vk - 4 - WJ ;W * h 
h^^>^)-3-7xr.Jl/-l H-tfy > /-^-4-<;i/] 
If-Jl'*^ * >tt5>X^SfcfiJft2R*l t LTftfc (0. 52 g , JR* 57*) „ . 
15 'H-NMR (CDC1 3 )<5: 1.31 (6H, t, J=7.0Hz), 2.42 (3H, s), 3.85 (3H, s), 

A OK fan n T = 7 f\ lit} A OQ Y9TI n T = 7 n ff 7 V 5 rtfi f?tf O R 2fi C9H 

s), 5.86 (1H, dd, J=18.6, 17. 6 Hz), 6.52 (1H, dd, J=3; 4, 1.8 Hz), 6.84-7.07 
(4H, m), 7. 32-7. 59 (8H, in). 

20 3 - [1- ({6 - [(5-^^-2-7x^-4- W^/'JJW ^ h*~>]-3 C.4 

-tf u^w^5 l ;v)-3-7x-^-i H-if7»/-;p-4— r;wyotr^-> 

$(0.40 g)©fh7kh'D77« (50 mL) 4-pWHBJU*U> 

(o.n g)t^DoiWK-fy^;K0.i5 g)£Jig&> oiCTiinAfc. sjfcjg^ 

25 te(0.21 g)ix>7kHP7^>(30mL)©ffi'&»lC0 , CT?WTbfc. Sift 
g£4&& Ot:T 1 R#M#£g1f;fc. KJSS£tt£I«x3SM/T*RU ISSiitt 
<t7>*x£.A7jcigi& fiSftfc&TjcTlI&ifeitU ^tJcMTT^^AT 
^it, iSJgbfc, fc&naJHMk •*;Wh»KhU^5 t ;K0.36 g). 
>*;i/*>^(0.015 g)ifh7b KD77>(50liiL)©ffl^»* 1.5 B#M 
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i, v/v) »W«^s, 2-[(5-^5 1 ;u-2-7xr.;u-4-^-y-yu;W 
- 2 - <;w x^w - 1 h - tf 5 v*-;u- 1 - -f M ^ ?;u) tf u s> > £ 

«S6i*««tUT#fc-(0.'31g, JW69S) . 

NMRCCDCl 3 )<5: 0.97 (3H, t, J=7.4Hz), 1. 63-1.84 (2H, m), 2.48 (3H. s), 
2.73 (2H, t, J=7.4Hz), 2. 97-3. 17- (4H, m), 5.22 (2H, s), 5.30 (2H, s), 
10 6.81 (1H, d, J=8.0Hz), 7.29-7.62 (10H, m), 7.99-8.04 (2H, m), 8.13 (1H, 
d, J=1.8 ^z). 

1 - ( 4 - { [ 2 - ( 2 - 7 U J V) ~ 5 - ;* 4 - V ;W ;* h * v } 

- 3 - * > *$"S>.5>JW ^ 3 - 7i-JH 1 H - If 7 y*~;i/- 4 
15 7^ftf(l. 1 6 g) V [(2-Xf Jl/-4-5 ; ry i J;0^Wh , J7x 
-;MxX*^7A70U K (1. 6 1 g)\ &7jc^# U (0. 5 3 g) 

n, n-^*5p;p*;u&:t:5 k ( 3 o mD OT-^^miST 1 5 mm& 

C 20 $^'JAW7A7n7h^77^-i:#Uiix^-A^> (2 : 
3fr£3:2, v/v) Tilltil, 4- {[4- ( (4-[ (Z) -.2- (2- 

x^P- 4 -^7VU;W xxx;i/| - 3-7x-;h i h— 1 

— fW*^) -2-* K^^7x7=^y]^5 : JH -2-(2-7<J;K>- 
5 -/^l/^-y-^-^^fifft^iL-TtfTt (0. 0 8 g, JR*6fc) . 
25 'H-NMR (CDClj) (5:1.33 (3H, t, J=7.6Hz), 2.41 (3H, s), 2. 92 (2H, q, J=7. 6 
Hz), 3.83 (3H, s), 5.05 (2H, m), 5.27 (2H, s), 6.37 (1H, d, J=12.4Hz), 
6.45 (1H, d, J=12.4Hz), 6.51-6.54 (1H, m), 6.80-6.88 (2H, m) , 6. 95-7. 03 
(3H,'m), 7.34-7.46 (4H, m), 7.53-7.54 (1H, m), 7. 66-7. 69 (2H, hi), 8.25 
(1H, s) 0 
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,-3;fc, «V>T#5n<5*ffla5*&4- {[4- ( {4-[ (E) -2- (2 

-x^;i/-4-5 1 77u;i/) xf-;W-3-7x-jp-i h- tf ^ v— 

1— fJH pt^W -2-^h^>7x/^>]^jW -2-(2-7U;W 
-5-><^;i/^^/--;USiE-g^#, < i:LT : f#fe(l. 1 9g,iR2*8 2%) 0 
5 'H-NMR (CDClj) (5 :1. 38 (3H, t, J=7.4Hz), 2.41 (3H, s), 3.01 (2H, q, J=7.4 
Hz), 3.84 (3H, s), 5.06 (2H, s), 5.28 (2H, s), 6.50-6. 54 (1H, m), 6.74 
(1H, d, J=15. 6 Hz), 6.85-7.06 (5H, m), 7. 26-7.54 (6H, m), 7. 65-7. 69 (2H, 
m). 

10 1- [4- (5-^fJh2-7irjI/-4-W > /iJJMh^» ^ () 
>¥)V] - 3- (2-5fx-;u) - 1 H- tf ^7-;i/- 4 -jjJ^T^rt 

K (i. og) > [(2-xr;i/-4-f7v*'j;W^?;HN'J7x^x^ 

-^A^DU H (1. 4 0 g) , #fcjciSaK*U^A (0. 4 6 g) £J:tfJ(,N- 
y7f;^M7$ H (3 0mL) 0»-&«f*M"C 1 5 Btffitf^flif 

;^7A^P-7h^77^-C#U iix^-A^> (2 : 3^S3: 
2. -v/v) "CfcflJU 4- {[4- ( {4-[(E)-2- ( 2 - X3MU- 4 - 

. 9-7V-VJU) ifx;H-3-(2 -^x-;i/)-iH-tf^y-;i— l — <;H 
20 7x7^]^^} -5-^?JP-2-7xXM+fV'>-Mi C) 

6?fttt«l£LT#fc. (0. 9 5g,,K$7 7%). 

'H-NMR (CDC 1 3 ) (5:1.40 (3H, t, J=7.5Hz), 2.44 (3H, s), 3.03 (2H, q, J=7. 5 
Hz), 5.00 (2H, s), 5.26 (2H, s), 6.75 (1H, d, . J=15. 9 Hz), 6.90 (1H, s), 
7.00-7.12 (3H, m), 7. 25-7. 46 (9H, m), 7.99-8.02 (2H, m)„ 

25 mnms 

1-14- (5-^-2-7xZJl/-4-t^/UiM h=^» ^ 
>yJV] -3- (2-?X~;i/) -^-^7^-4-^7^ 
H (0. 4 6g) , ^fu^X^^fh^X^I/ (0. 3 2g) £<ktf 
N,N-$?/?;i/*M75 F(2 0 mL) ©S-&«Hc**flS^ h U ( 6 0%, 
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tt& 0. 0 5 g) zmferlRtt. R*a£*£MT2B#Wrt>*a-iffc. 
5 1. v'/v) T*ttJU (Z) -2- (1- {4-[(5-^jk2-7iZ 

;p-4-**t^/u;W*b*S']^>5>;W -3- (2-5 L x-;w -i h 

t#£ (0. 0 5g, . 

'H-NMR (CDC 1 3 ) 6 : 1 . 21 (6H, t, J=7.2Hz), 2.43.(3H, s), 3.90-4.05 (4H, 

10 m), 4.97 (2H, s), 5.26 (2H, s), 5.57 (1H, dd, J=16.8, 14. 4 Hz), 6.96-7.45 
(11H, m), 7.98-8.03 (2H, m), .8. 49 : OH, s). 

wt^mztizmmfrz (e) -2- (1- u-[(5-*^ 

- 2 - 7i-;H 4 - **H".7'J MrS/K>vW -3- (2-^x 

15 W^t^nmc (0. 3 6g, f?6 1%) 

'H-NMR (CDCI3) 5 : 1.33 (6H, t, J=7.0Hz), 2.45 (3H, s), 4.01-4.16 (4H, 
m), 5.00 (2H, s), 5.25 (2H, s), 5.89 (1H, dd, J=18. 6, 17. 4 Hz) , 7. 01-7. 12 
(3H, m), 7, 25-7. 65 (9H, m)., 7. 99-8. 04r (2H, m). 

20 1- [4- (5 2-7x-Jk- 4 -:**-ti-7U;M h*-» ^ 

>5>;W -4 - 7x-;nfn-;i- 3 - ^jMJ^ft F (6 Omg) 43«fc 
^fk>k'X*X*>l7h7lfJl' (4 6mg) ^N.N-^^fjWA 
75 K (6mL) fc»#Lfc. ?#Sns»&fc7fc*fl:7- h U (60 %, « 
14. 6. 5mg) fcMTjP*, 16P*M^#ffliffc. K*a****fcaff, 

25 .2 »ax5 t ;nrttttibfc.-»Kx7 % ;wa**«£ix, 

• ^57-f-fc#U 7-feh>-^1J-> (1: 2, v/v) 7§aj»£> (E) 
-2- {1- [4- (5-^3^-2-7xx;i— 4-^-tf7U;i^h* 

-» ^>^;i/] -4-7xx;nfo-;i/- 3 — - f;w if^7*>i-7 
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X3\H« (5 6mg, K$7 2%) tVTmtzo 
'H-NMRCCDCI 3 ) 6 :1.30(6H, t, J=7 Hz), 2. 44 (3H, s), 3.9-4.15(4H, m), 
4.99(4H, s), 5.77(1H, dd, J=20, 17.5 Hz), 6.69(1H, d, J=2 Hz), 
6. 95-7. 55 (14H, m), 7.95-8.K2H, m), 
5 MMM8 

1- [4 - ( 5 - / 2 - 7x-;P- 4 -^1)-7UiW y) ^ 
■>*J)V\ -4-7x-;PtfP-;P-3-*;^7;^b F (lOOmg) , 

|JH (14 0mg) , m7mm.%V0& (4 7mg) &J:tfN, K-^pWP* 
10 H (1 OmL) CDjgi&&£ 1 0 0 2 4B#r^#^iffco ^JS^-a- 

*7A^OTh^77^f-t#t, ^mx?;W-^l7-> (1:4, v/v) 
^tii^6>4- { [4- ( {3- [ (E) -2- (2-X^-4-5 1 7y 

15 u;W x^-;H -4 -7xx;V£d-;1/- l ^5^) 7oc/^5>] 

/^v ^/ — u — jv — ^ — y -j y^^4 n~ ^ ^ " 7^ v <-> \j n± s * o**^ u t/o/ 

'H-NMRCCDCl 3 ) a :1. 3S (3H, j t, J=7. 5 Hz), 2.44(3H, s), 3. 01 (2H, q, J=7. 5 
Hz), 4.99C2H, s), 5. 01 (2H, s), 6.7KIH, d, J=2 Hz), 6.73(1H, d, J=16 
20 Hz), 6.8K1H, s), 6.95(1H, d, J=2 Hz), 7.01(2H, d, J=9 Hz), 7.19(2H, 
d, J=9 Hz), 7. 2-7. 55 (9H, m), 7.95-8.K2H, m). 

1) $mmi<D{\&m 3 0 mg 

25 2) m%tt)Vn-7. 10 mg 

3) ?L» : 1 9 mg 

4 ) X J- 7 U > W. T ^ ~> $ A ' " 1 mg 



1 ) > 2) > 3) *ck^4) &?f§-£bT, i?7^>#7x7l4C5fcig-f£. 



6 0 mg 
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mwn (mow® 

1 ) nmm 1 3 o g 

2) 5 0 g 

3) h^ ; E03'>x>y> 15 g 
5 4) ts)Vt>^^J-)V^L)VU-Xti)V^K 44 g 

5) X^7'J>lTT^fr'>frA : L_g 



100 Oil ft- 140 g 
1) v 2) , 3) ©£ftfe«fctf3 0 g©4) ^tKTM^-U Jl£$£«i^ 
S&*ff5. COSfi*l:i4 g®4) *3cfcUf 1 g®5) £g£U #Jte« 
KcfcDtT^fSo CUT, l^fefcOHMMl©fb^3 o'mg£^ 

tt§^Jiooo.i€#§, 

GT (Impaired Glucose Tolerance) ].. CDTO : »*3W';.*J^OTIItl6 3 F . 
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i. 



R -X-Q-Y 




N B -4-W-V-R 2 



(I) 



5 c^*, R'um^nx^xh^m^mm^r^mm^nx^x^^ 
x&£zfY\tm-&MtmteoTm'£ s £* mmm^, mum?* -co-, 

-CS- -SO-, -SO,-, -CR 3 (OR 4 ) -, -NR 5 -, -CO 

NR 6 -S7t«-NR 6 co- (R 3 \t7^m^^kimm^rLx^xhj: 

mMznx^xb&^mk7mmmrcitT^/m<D&mmz. R B \t&mm? 
£rzimmznx^xb£^m<k7kmm%7F?) s ; 

15 ' ii«l^l8©ii:$ ; "'" 



R 2 «-PO (OR 8 ) (OR 9 ) (R 8 &£ZfiR*\m-&rztemfc-DX7k 

mjM^rcimmnx^xt^mitTKmm^b, ^r^^zsr^-x 

fe£LX&mZftX^Xb£^m*&r&LX^X$>k^) , —COR 10 (R 

25 io r47ic*iR?*fctt«tt*tiTViT'b«kv^fls7ic*«s*r) , g^sftx 
^xh^mtT^mm^fzitmm^nx^xh^mmmm^T. 

fcjEU m B ttS : -Wa- (C=0) -R a (fa tt»£^£fcliiSt*S[ 1 fc^b 
2 0O2iOM**»IIS, R a «-0R b (RMiTK^^^fe^tt^^nT^ 



. ,, . .. ........ 

W«^*ic 1 stir's 6 2 0 © 2 ffi®*tffczK*£i££ ; 

Vtti&^/«JMC^ -SO-, -SO,-, -NR v -£fc« 

-NR 7 CO- (R^iTK^M^^^^fim^nr^TfectV^f^ic^S^ 




20 
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xymm^ mm^nx^xh^mit^mM. w&znx^x^^mm 

Vxm*J&}&lsX^Xb£^) £^T) Tr^2nSfi^S£;£L&K 
5 V^#^T^^>i:^> R 2 te-(C=0)-R e (R e «-0R f (R'^tK^JI 

^sfefiam^nT^xfecfcv^f^Kms^-r) ^^^-nr^r 11 (R 8 £j;tf 

( io WkMxmmznrcmkTkmmxfc^o i ^snsft^isfctt^©!!. 

2. x#a§£^ jsdtnc^ -co-, -cs- -cr 3 (o 

R 4 ) -£fc«-NR 5 - (R?tt7jc^^Sfe«fi^^tlT^T i biV^fc 

is Ydtfe^, wfif. wmm=p* -so-, -S0 2 -, -NR 6 - -C 
oNR 6 -*fc«-NR 6 co- (R 6 \Z7kmmT£MmWk-znx^xh& 

3; R^m^nx^xh^mmmmx^n^miBmoit^mo 

7 . Efrftzk*£j&*&3&i& l f^tio ot;I/^;vs, ^3tf& 7 & v> l- i 3 o 

25 

9. R^-PO (OR 8 ) (OR 9 ) (R s *ck^R 9 «|Rl^fc«m?5:o 

. X7kmm?£tz\mwk£nx^xb£^ifcik*% ss^u £Tzr 8 &j:z£r 

^t^LXWmZtlX^Xb^mzmJ&LX^XbJ:^) ; -COR 10 
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10. m&m 1 GMQfc&to&MttrOWfu H 7 y ^. 

5 i%vxfc2>mM®.f$.%)o 

1 2 . mmmv^® • mstf-e&stt^ 1 1 mmommm^o 

1 3 . sMjfii^o^i^ • mmmx&zm&m 1 1 

1 4 . t&^OTifc • femMx& zm&m 1 1 

1 5 . mmo^m. • mmMx& zm&m 1 1 te*c<z>E^«^. 

mom* 

2 o . m&m i mwwfc&wb v < ^oi^fc^o^n t/*m 

2 2. §»^l!B«©^-&tl 5 bL<^(Z)^^/t^ : eo^D H^^/^^ni 

2 3 ; $f^£>w • femm^m.m.-rztctbcD. m^m 1 tBf^b^fcb 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> 5-Membered Heterocyclic Compounds 
<130> 2918WO0P 
<150> JP 2001-186952 
<151> 2001-06-20 
<160> 8 
<210> 1 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

ttagaattcg acatggacac caaacatttc ctg 33 
<210> 2 
<211> 33 • 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

cccctcgagc taagtcattt ggtgcggcgc etc 33 
<210> 3 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 3 

tcgacagggg accaggacaa aggtcacgtt cgggag 36 
<210> 4 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

tcgactcccg aacgtgacct ttgtcctggt cccctg 36 
<210> 5 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 5 

cccagatctc cccagcgtct tgtcattg 28 . 
<210> 6 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> • 
<223> 
<400> 6 

tcaccatggt caagctttta agcggglc 28 
<210> 7 
<211> 33 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

gtgggtaccg aaatgaccat ggttgacaca gag 33 
<210> 8 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 8 

ggggtcgacc aggactctct gctagtacaa gtc 33 
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fi£L£?5»ofc. ... 

1. 0 St$©$5B 2 0-2 2 tt. rcBBWtettB^liaEiSri-SrirSrRtttv^JcfllSbO-efcS. 



3. □ ffi#©SSB _ tt» fcJMMtOWCfcoT PC T8UUJ6. 4(a) ©IS 2XKXJW3 
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□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCED) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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